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BENZIMIDAZOLES AND ANALOGUES AND THEIR USE AS PROTEIN KINASES INHIBITORS 



This invention is directed to benzinaidazoles of fonnula (Ix), their preparation, pharmaceutical 
5 compositions containing these conqpounds, and their pharmaceutical use in the treatment of disease 
states capable of being modulated by the inhibition of the protein kinases. Such protein kinases belong 
especially to the following group: EGFR. Fak, FLK-1, FGFRl, FGFR2. FGFR3, FGFR4, FGFR5, flt-1, 
IGF-IR, KDR, PDGFR, tie2, VEGFR, ITK and SYK- 

10 Protein kinases are a family of enzymes that participate in the signalling events which control the 

activation, growth and differentiation of cells in response to extracellular mediators and to clianges in 
• the environment In general, these kinases fall into several groups; those which preferentially catalyse 
the phosphorylation of hydroxy groups of serine and/or threonine residues and those which 
preferentially catalyse the phosphorylation of hydroxy grbups of tyrosine residues [S.K.Hanks and 

15 T.Hunter, FASEB. J., 1995, 9, pages 576-596]. Such phosphorylations may greatly modify the 

function of the proteins; thus, protein kinases play an important role in regulating a wide variety of cell 
processes including, especially, metabolism, cell proUferation, cell differentiation or cell survival 

Among the various cellular functions in which the activity of a kinase protem is involved, certam 
20 processes represent attractive targets for treating certain diseases. As an exanq>le, mention may be 
made especially of angiogenesis and the control of the cell cycle, in yMch kinase proteins can play an 
essential role. These processes are essential for the growth of solid tumours and also for other diseases. 

Angiogenesis or the formation of new blood vessels by sproutmg from the preexisting vasculature is of 
25 central in^ortance for embryonic development and organogenesis. Should tiie need arise, the vascular 
system has the potential to generate a network of new vessels so as to maintain the correct functioning 
of the tissues and organs. Angiogenesis is a complex multistage process which includes activation, 
migration, proliferation and survival of endothelial cells. In adults, angiogenesis is fairly limited, 
appearing mainly only in the processes of repair after an injury or of vascularization of the 
30 endometrium. (Merenmies et al., CeU Growth & Differentiation, 8, 3-10, 1997). However, uncontroUed 
angiogenesis is found in certain pafliologies such as retinopathy, psoriasis, rheumatoid arthritis, 
diabetes, muscle degeneration or cancer (solid tumours) (Folkman, Nature Med., 1, 27-31, 1995). The 
kinase proteins whose involvement it has been possible to demonstrate in the angiogenesis process 
include three members of the family of growth factor receptor tyrosine kinases: VEGF-R2 (vascular 
35 endothelial growth factor receptor 2, also known as KDR, kinase insert domain receptor, or FLK-1), 
FGF-R (fibroblast growth fector receptor) and TEK (also known as Tie-2). 
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In conjunction with other systems, the Vascular Endothelial Growth Factor receptors (VEGFFs) 
transmit signals involved in the migration, proliferation aiid survival of endothelial cells. The family 
VEGFR includes VEGFR-1 (Flt-1), VEGFR-2 (KDR) and VEGFR3 (FIt4). The receptor VEGF-R2, 

5 which is expressed only in the endothelial cells, binds to the angiogenic growth factor VEGF, and thus 
serves as a transduction signal mediator via the activation of its intraceUular kinase domain. Thus, tiie 
direct inhibition of die kinase activity of VEGF-R2 makes it possible to reduce the phenomenon of 
angiogenesis in the presence of exogenous VEGF (Strawn et al.. Cancer Research, 56, 3540-3545, 
1996), this process bemg demonstrated especially with the aid of VEGF-R2 mutants (Millauer et al., 

10 Cancer Research, 56, 1615-1620, 1996). The VEGF-R2 receptor appears to have no oAer function in 
adults than tiiat associated with the angiogenic activity of VEGF. Thus, a selective inhibitor of the 
kinase activity of VEGF-R2 should show only little toxicity. 

In addition to dds central role in the dynamic angiogenic process, recent results suggest that the 
15 expression of VEGF contributes towards the survival of tumoral cells after chemotherapy and 

radiotherapy, underlining the potential synergism of KDR inhibitors with other agents (Lee C.G.. Heijn 
M. et aL, (2000), Cancer Research, 60 (19), 5565-70). The KDR inhibitors thus especially constitute 
anti-angiogenic agents and such agents might be used as a first line treatment against tlie emergence or 
regrowth of malignant tumours. The inhibition or regulation of VEGFR-2 (KDR) thus provides a 
20 powerful new mechanism of action for the treatment of a large number of solid tumours. 

Extensive studies in the field of tumor angiogenesis in die past two decades have identified a number 
of therapeutic targets mcluding kinases, proteases and integrins resulting in die discovery of many new 
anti-angiogenic agents, mcluding KDR inhibitors some of which are currently under clinical evaluation 
25 (Jekunen, et al Cancer Treatment Rev. 1997 , 23, pages 263-286.). 

The present patent application thus relates particularly to novel inhibitors of the VEGFR-2 (KDR) 
receptor that may be used especially for anti-^giogenic treatment in oncology. 

30 The protem kinases which preferentially catalyse the phosphorylation of hydroxy groups of serine 

and/or threonine residues inchide for example, protein kmase C isoforms [A-CNewton, J. Biol Chem., 
1995, 270, pages 28495-28498] and a group of cyclin-dependent kinases such as cdk2 [J.Pines, Trends 
in Biochemical Sciences, 1995, 18, pages 195-197]. The protein kinases which preferentiaUy catalyse 
the phosphorylation of hydroxy groups of serine and/or threonine residues include membrane-spanning 

35 growth factor receptors such as the epidermal growth factor receptor [S.Iwashita and M.Kobayashi, 
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Cellular Signalling, 1992, 4, pages 123-132], and cytosolic non-receptor kinases such as p561ck; 
p59fYn, ZAP-70 and csk kinases [C.Chan et al., Ann. Rev. InmnmoL, 1994, 12, pages 555-592]. 

Inappropriately high protein kinase activity has been impUcated in many disea^ • 
abnormal cellular function. This might arise either directly or indirectly, for exan^le by feUure of the 
proper control mechanisms for the Idnase, related for example to mutation, over-expression or 
inappropriate activation of the enzyme; or by ova:- or undeiproduction of cytokines or growth fectois 
also participating in the transduction of signals i^stream or downstream of the kinase. In all of these 
instances, selective mhibition of the action of the kinase might be expected to have a beneficial effect. 



SYK (Spleen Tyrosme Kinase) is a 72-kDa cytoplasmic protein tyrosine kinase that is expressed in a 
variety of hematopoietic ceUs and is an essential element in several cascades that couple antigen 
receptors to cellular responses. Thus, SYK plays a pivotal role in signalling of the high affinity IgE 
receptor, FceRl, in mast cells and in receptor antigen signalling in T and B lymphocytes. The signal 

15 transduction pathways present in mast, T and B ceDs have common features. The ligand binding 

domain of the receptor lacks intrinsic tyrosine kinase activity. However, they interact with transducmg 
subunits that contain immunoreceptor tyrosine based activation motifs (TFAMs) [M.Reth, Nature, 
1989, 338, pages 383-384]. These motifs are present in both the P and y subunits of the FceRl, in the 
^-subunit of the T ceU receptor (TCR) and in the IgGa and IgG p subunits of the B cell receptor 

20 (BCR). [N.S.van Oers and A. Weiss, Seminars in Immunology, 1995, 7, pages 227-236] Upon binding 
of antigen and multimerization, the ITAM residues are phosphorylated by protein tyrosine kinases of 
the Src family. SYK belongs to a unique class of tyrosine kinases that have two tandem Src homology 
2 {SH2) domains and a C terminal catalytic domain. These SH2 domains bind with high affinity to 
ITAMs and this SH2 -mediated association of SYK with an activated receptor stimulates SYK kinase 

25 acti^ty and localises SYK to the plasma membrane. 

In SYK deficient mice, mast cell degranulation is inhibited, suggesting that this is an important target 
for the development of mast cell stabilising agents [P.S.CosteUo, Oncogene, 1996, 13, pages 2595- 
2605]. Similar studies have demonstrated a critical role for SYK in BCR and TCSR. signaUing 

30 [AM.Cheng, Nature, 1995, 378. pages 303-306, (1995) and D,H.Chu et al. Immunological Reviews, 
1998, 165, pages 167-180]. SYK also appears to be involved in eosinophil survival in response to 
IL.5 and GM-CSF [S.Yousefi et al, J. Exp. Med, 1996, 183, pages 1407-1414]. Despite the key role 
of SYK in mast cell, BCR and T cell signaUing, little is known about tiie mechanism by which SYK 
transmits downstream effectors. Two adaptor proteins, BLNK (B cell Linker protein, SLP-65) and 

35 SLP-76 have been shown to be substrates of SYK in B cells and mast cells respectively and have been 
postulated to interface SYK with downstream effectors tM.Ishiai et al.. Immunity, 1999, 10, pages 117- 
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125 and L.ILHeiidricks-Tayloret al, J.BioL Chem, 1997, 272, pages 1363-1367], In addition SYK 
appears to play an in^rtant role in the CD40 signalling pathway, v*ich plays an important role in B 
cell proliferation [M.Faris et aL. J-E^qp. Med,, 1994, 179. pages 1923«1931]. 

5 SYK is further involved in the activation of platelets stimwl^^ 

gamma-RIIA) or stimulated by collagen [F.Yanaga et al., Biochem. J., 1995, 3 1 1, (Pt 2) pages 471- 
478]. 

UK, is a T cell specific tyrosine kinase of flie Tec fiamily that is required for normal Th2 function. 
10 Asthma is a disease characterised by increased Th2 cytokine production including ILA, An inhibitor of 
ETK should therefore have an impact on disease progression in asthma through inhibition of Th2 
cytokine production. 

We have now found a novel group of benzimidazoles, which have valuable pharmaceutical properties, 
15 ' in particular, the ability to inhibit protein kinases, more particularly, the ability to inhibit the protein 
kinase SYK, the protein kinase KDR, the protein kinase tie2 or the protein kinase ITK. 

Thus, in one aspect, the present invention is directed to pharmaccirtical compositions comprising 
compounds of general formula (Ix)> 

20 




As 

(be) 



wherein, for the purposes of (bc):- 

X represents C-R2 and W, Y and Z, which may be identical or different, represent CH or CR^; or 
25 W represents CH, X represents N, Y represents CH or CR^, and Z represents CH or CR^; or 

W represents N, X represents CH or CR2 Y represents CH and CR3, and Z represents CH or CR^; or 
W represents N, X represents CH or CR^, Y represents N, and Z is CH or CR^; or 
W represents N, X represents CH or CR2, Y represents CH or CR^, and Z represents N; or 
W represents N, X represents N, Y represents CH or CR^, and Z represents CH or CR3; 
30 As represents H or alkyl; 
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r1 represents aryl or heteroaryl, each optionally substituted by one or more groups selected from 
carboxy, cyano, halo, haloalkyl, hydroxy, nitro, R\ -C(=0)R^, -C(=0)NY1 Y^, .c(=0)0r4, 
.N(R6)C(=0)R4, -N(R6)C(=0)NYiY2 -N(r6)C(=0)OR^ -N(r6)S02R4 -N(r6)S02NY^y2, 
-NYI Y2 .0R4, -CX;F2H. -OCF3, -OC(=0)R^ ^C(=0)NYl y2 ^S(0)nR4 -S{0)nR4 
5 -S(0)nNYl y2 and -S(0) nOR^; 
r2 and R^ are such that: 

r2 and R^, which may be identical or different, represent H, carboxy, cyano, halo, haloalkyl, hydroxy, 
nitro, r4 -C(=0)r4 -C(=0)NY1 y2, -C(=0)Or4 -NY^ Y^ -N(r6)C(=0)R^, -N(R6)C(=0)NY1 y2 
-N(r6)C(=O)0R4 -N(R6)S02R^ -N(R6)S02NY1 y2, -OR^, -OCF2H, -OCF3, -0C(=0)R4 

10 -0C(=0)NY1y2 -S(0)nR^, -S(0)nNYl y2 or -S(0) ^OR^; or 

r2 represents H, caiboxy, cyano, halo, haloalkyl, hydroxy, nitro, R^, -C(0)R^, -C(=0)NY 
-C(=0)0R4, .nyI y2, -N{R6)C(=0)R4, -N(r6)C(=0)NY1 Y2 -N(R6)C(-0)0R4 -N(R6)SOaR4 
.N(r6)S02NYIy2, -OR^ .OCF2H, -OCF3, ^C(=0)R4, .0C(=0)NY1y2, •S(p)n^\ ^(0)nNYlY2 
or -S(0) nOR^ and R^ represents alkyl, haloalkyl, halogen and OR^; or 

15 r2 and R^ groups on adjacent carbon atoms may form a 5- to 6-membered carbon-based ring 

containing one or more heteroatoms, which may be identical or different, chosen from O, N and S, and 
which may be optionally substituted by alkyl [examples include those where r2 and R^ form a group 
selected from -O.CH2-O-, -O-ai2"CH2-0s -CH2-O-CH2-. -CH2-N(R14)-CH2-. -CH2-CH2-CH2-, 
^H2-C(CH3)2-CH2-, -CH2-O^H2-CH2-. -CH2-N(R14)^H2-CH2-, -CH2-CH2-CH2-CH2-. 

20 -CH2-C(CH3)2-CH2-CH2-, -CH=CH-CH=CH-, -N=CH-CH=CH., -CH=N-CH=CH-, -CH=CH-N=<:H- 

or -<:H=CH-CH=N, in which R^^ is H or aXkyl)]\ 

r4 is alkyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, aiyl or heteroaryl, each optionally 

substituted with one or more substituents selected from alkyl, aryl, cycloalkyl, heteroaryl, 

heterocycloalkyl, halo, hydroxy, hydroxyalkyl, ^«0)NY3y4, -C(=0)0R6, -N(r6)C(=0)NY1 y2 
25 -NY^ y2> -0R5 or alkyl substituted by -NY^Y^; 

r5 is alkyl, alkenyl, aryl, arylalkyl, cycloalkyl, cycloalkylallQ^l, heteroaryl, heteroarylalkyl, 

heterocycloalkyl or heterocycloalkylalkyl; 

R^ is chosen from the values of R^; 

n is zero or an integer 1 or 2; 
30 Y^and y2 are independently hydrogen, alkenyl, aryl, cycloalkyl, heteroaryl, heterocycloalkyl, 

heterocycloalkylalkyl or alkyl optionally substituted by one or more groups selected from cyano, aryl, 
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heteroaryl. hydroxy. -C(=0)0r6. -C(=0)NY3y4, -NY3y4 or -0R5. or the group -NYIY^ may form a 
cyclic amine; 

y3 and Y^ are independently hydrogen, alkenyl, alkyl, aryl, arylalkyl, cycloalkyl, heteroaryl or 
heteroarylalkyl; or the group -NY^Y^ may form a cyclic amine; 

5 all the alkyl (or alk, which represents alkyl), alkenyl, cycloalkyl, heterocycloalkyl, aryl. arylalkyl, 
heteroaryl and heteroarylalkyl radicals present in the above radicals furthermore being optionally 
substituted with one or more radicals chosen from halogen atoms and hydroxyl, cyano, alkyl, alkoxy, 
acylamino (NH-COalk), -C(=0)0R6, -C(=0)r6 hydroxyalkyl, carboxyalkyl, S(0)n-alk, S(0)n-NH2. 
S(0)n-NH(alk). S(0)n-N(alk)2. CF3. OCF3, NO2. arylalkoxy. aryl, heteroaryl. aryloxy. aryloxyalkyl, 

10 -C(=0>Ny3y* and NY^Y* radicals, the latter radicals containing alkyl, aryl and heteroaryl being 
themselves optionally substituted with one or more radicals chosen from halogen atoms and alkyl 
radicals, free, salified or esterified carboxyl radicals and acylamino radicals NH-C(0)r5; 
and their corresponding N-oxides, and flieir prodrugs, and their acid bioisosteres; and pharmaceutically 
acceptable salts and solvates {e.g. hydrates) of such compounds and their N-oxides and their prodrugs, 

15 and their acid bioisosteres; together with one or more pharmaceutically acceptable carriers or 
excipients. 

In another aspect, the invention concerns the compounds of formula (Ix) as defined above wherein r1 



20 




is a pyrazolyl moiety <^~jj in which tJ is hydrogen or alkyl, and r8 and R? are 

independently selected from hydrogen, carboxy. cyano, halo, haloaDorl. hydroiqr, nitro, R^, -C(=0)R4, 
-C(=0)NY1y2 -C(=0)OR4 -N(R6)CX=0)r4 -N(r6)C(=0)NY1y2, -N(r6)C(<>)OR4 
-N(r6)S02R4. -N(r6)S02NY1y2, -NY1y2 -0R4 -0C(=0)R'^. -0C(=0)NY1y2 -S(0)nR4 and 
-S(0)2NY1 y2; or r8 and R? together with the carbon atoms to which they are attained form Q) a 5 to 
8 membered carbocycUc ring optionally substituted by one or more caibocydic ring substituents; (ii) a 
25 phenyl ring optionaUy substimted by one or more aryl gpsap substituents; (in) a 5 or 6 membered 
heteroaromatic ring in which one or more of the ring members is/are nitrogen, oxy^ or sulfur 
(examples of such groups include furyl, imidazolyl. isoxaaolyl, isothiazolyi, oxadiazolyl, pytazinyl, 
pyridazinyl, pyrazolyl, pyridyl. pyrimidiigrl, pyrrolyl, l,3.4-thiadia2olyl, thiazolyl, Ihienyl and triazolyl 
groups) and which is optionally substituted by one or mote groups selected from haloalkyl, hydroxy, 
30 halo, cyano, nitro, r4. -C(=0)NY1 y2. -N(R6)C(=0)R4 -N(R6)C(K))NY1y2. .N(R6)S02R4 



WO03/03S0d5 PCT/GB02/04763 

-7- 

-NYI and -OR^; or (iv) a 5 or 6 membered heterocyclic ring optionally substituted by alkyi or oxo, 
and containing a heteroatom-containing group selected from O, S, SO2, or NY^ (where is 
hydrogen, r4, -CC=0)R4 -C(=0)NY^y2, -C(0)OR^ or .S02R'^); but excluding the compounds: 

2- (2H-pyra2ol-3-yl)-lH-ben2oimidazDle; 2-(5-methyl-2H-pyrazol-3-yl)-lH-benzoimidazole; 5-methyl- 
5 6-[2-<2H-pyrazDl-3-yl)-3&ben2oimidazol-5-yl]-4,5Klihydro-2H-pyridam 

pyra2olO-yl)4H-ben2oinudazol-4-yl]-4,5-dihydro-2H-pyridazm-3^^^ 

pyrazole; 5,6-dimethyl-2-(5-niethyHH"pyrazol-3-yl)-lH-benzoimidazole; 6-methyl-2-(5-methyl-lH- 
. pyra2ol-3-yl>lH-benzoimidazole; 5,6-dichloro-2-(5-methyHH-pyrazole-3-yl)-lH-ben2oimidazole; 5- 
nitro-2-(5-methyMH-pyra2ole-3~yl)-lH-benzoimidazole; 2-<5-methyl-lH-pyrazole-3-yl)-IH- 

10 benzoimidazole-S-carboxylic acid; 2-(5-phenyl-lH-pyrazole-3-yl)-lH-benzoimidazole; 5,6-dimethyl-2- 
(5-phenyl-lH-pyrazole-3-yl)-lH-benzoimidazole; 5-methyl-2-<5-phenyl-lH-pyra2ole-3-yl)-lH- 
benzoimidazole; 6-chloro-2-(5-methyl-lH-pyrazole-3-yl)-lH-benzoimidazole; 5-chloro-2-(5-phenyl- 
lH-pyrazole-3-yl)-l H-benzoimidazole; 5,6-dichloro-2-(5-phenyl-lH-pyrazole-3-yl)-lH- 
benzoimidazole; N-[2<5-isoquinolin-4-yKlH-mda2ol-3-yl)-3H-benzoiinida2ol-5-yl]- 

15 methanesulfonamide; 3-<lH-'benzoimidazol-2-yl)-5-(lH-indazol-4-yl)-lH-indazole, 3-[3-(lH- 

ben2oimidazol-2-yl)-lH-indazol-5-yl]-2-methoxyphenol; 4-[3-<l H-benzoimidazol-2-yl)-iH-indazol'5- 

yljisoquinoline; 4-{3«[6K4-methyl-piperazin-l-yl)-lH-benzoiniida2ol.2-yl]-IH-ind 

isoquinoline; 4-[3K4-chloro-lH-benzoimidazol-2-ylHH-inda2ol-5-yl]-isoquinoli 4-[2-<lH-indazol- 

3- yl)-lH-benzoimidazol-5-yl]^henol; 3-[5-(4-meUioxy-phenyl>lH-beaa>imidazol-2-yl]-lH-inda2ole; 
20 345K4-methoxy-phenyl)-lH-benzoimidazol-2-yl]-lH-indazole;3-[5K3-methoxy-phra^ 

benzoimidazol-2-yl]-lH-mdazole; 3-(lH-benzoimidazol-2-yl)-5-phenyI-lH-indazole; 2-(4-bromo-l- 
methyl-lH-pyra2ol-3-yl)-lH-benzoimidazole; 2-(5-rer?-butyl-lH-pyrazol-3-yl)-lH-benzoimidazole; 3- 
(lH-benzoimidazoU2-yl)-6-(3-methoxy-phenyl)-lH-indazole; 3-{lH-benzoimidazol-2-yl)-lH-indazole- 
6-carboxylic acid; 5-{[3-(lH-benzouTiidazol-2-yl)-lH-indazole-6<arbonyl]-amino}-2-^^ 

25 acid methyl ester; 5-{[3KlH-benzoimidazol-2-yl)-lH-indazole-6K:arbonyl]-aniino}-furan-2K^ 

acid methyl ester; 3-(lH-benzoimidazol-2-yl)-IH-inda2ole-6-carboxylic acid (3-hydroxy-4-methoxy- 
phenyl>amide; 3-(lH-ben2oimidazol-2-yl)-lH-indazole-6-carboxylic acid (5-hydroxy-lH-pyrazol-3- 
yl)-amide; 3-(lH-benzoimidazol-2-yl)-lH-indazole-6-carboxylic acid (lH-pyrazol-3-yl)-amide; [3-(lH- 
benzoimida2ol-2-yl)-lH-indazoW-yl]-[4-(2-hydroxy-<^thyl)-pi^^ 3-(lH- 

30 benzoimidazol-2-yl)-lH-indazole-6-carboxylic acid (9H-purin-6-yl)-amide; 3-(lH-benzoimidazol-2-yl> 
IH-indazole-6-carboxylic acid dimethylamide; [3-(lH-benzoimidazol-2-yl)-lH-indazol-6-yl]- 
morpholin-4-yl-niethanone; 3-(lH-benzoimida2ol-2-yl)-lH-indazole-6-carboxylic acidpyrazm.2- 
ylamide; 3-(lH-benzoimida2ol-2-yl)-lH-inda2ole-6-carboxylic acid cyclohexylamide; 3-(lH- 
benzoimidazol-2-yl)-lH-indazole-6-carboxylic acid (lH-indazol-5-.yl)-amide; [3-(lH-benzoimidazol-2- 

35 yl)4H-indazol-6-yl]-pynx)lidin4-yi-methanone;3-<lH-benzqinu 
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acid (lH-inda2ol-5-yl)-aimde; [3<lH-benzoiimdazol-2-yl)-lH-indazol-6-yl]^4Kfi^ 
piperazin-l-yl]-methanone;[3-<lH-beirroimida2ol-2-yl> 

methanone; l-{443'^lH-beii2oimidazol-2-yl)-lH-mdazole-6-caji)oayl]-^ 3- 
(lH-ben2oimida2ol-2-yl)rlH-indazoIe-6-carboxylic acid (6-methoxy-^)yridin-3-yl)-amide; 3-(lH- 
5 benzoiniidazol-2-yl)-lH-inda2ole-6-carboxylic acid (3-hydroxy-phenyl)-amide; 3-(lH-beiizoiimdazol- 
2-yl)-lH-indazole-6-carboxylic acid pyridin-4-ylaimde; 3-<lH-benzoimidazol-2-yl)-lH-inda2ole-6- 
caiboxylic acid (2-inotpholiii-4-yl-ethyl)-aimde; 3-(lH-benzoiimdazol-2-yl>-lH-inda2ole-6-carboxylic 
acid (2-hydioxy-ethyl)-methyl-amide; 3-{[3<lH-benzoiimdazol-2-yl)-lH-indazole-6-<5atbonyy 
armno}-butyric acid ethyl ester; 3-(lH-benzoimidazol"2-yl)-lH-indazole-6-carboxylic acid (3-hydroxy- 

10 propyl)-amide; 3-(lH-ben2oimida2ol-2-yl)--lH-mdazole-6-carboxylic acid phenylamide; 3-(lH-: 
benzoimidazol-2-yI)-lH-indazole-6-carboxylic acid pyridin-3-ylainide; 3-{6-methoxy-lH- 
benzoimidazol-2-yl>lH-inda2ole-6-carboxylic acid (4-hydroxy-phenyl)-amide; 3-<lH-ben2oimidazol- 
2-yl)-6-pyridin^yl-lH-indazole; 3-(5KjUoro-lH-benzoimidazol-2-yl)-lH-indazole-6-carboxylic acid 
(4-hydroxy-phenyl)-amide; 3-(5,6-dimethoxy-lH-benzoimidazol-2-yl)-lH-indazole-6<arboxylic acid 

15 (4-hydroxy-phenyI)-"ainide; 3-(5-fluoro-lH-ben2oimidazol-2-yl)-lH-inda2ole-6-carboxylic acid (4- 
hydroxy-phenyl)-amide; 3-{6-trifluoromethyl-lH-benzoiiiddazol-2-yl)-lH-indazole-6K)arboxylic acid 
(4-hydroxy-phenyl)-ainide; 3-(6"/er/-butyl-lH-benzoiinidazol-2-yl)-lH-indazole-6-caito acid (4- 
hydroxy-phenyl)-amide; 3-(6,7-dimethyl-lH-benzoiimdazol--2-yl>lH-indazole-6-carboxylic acid (4- 
hydroxy-phenyl)-amide; 3-(5,6-dichloio-lH-benzoiimda2ol-2-yl)-lH-inda2ole-6-carboxylic acid (4- 

20 hydroxy-phenyO-amide; 3-(5,6-difluoro-lH-beiizoiimdazol-2-yl)-lH-inda2ole-6-caiboxylic acid (4- 
hydroxy-phenyl)-amide; 3-<lH"benzoimidazol-2-yl)-lH-indazole-6-carboxylic acid (3-fluoro-4- 
hydroxy-phenyl)-amide; 3-(lH-benzoiixudazol-2-yl)-lH-indazole-6-carboxylic acid amide; 3-{lH- 
benzoimidazol-2-yl)-iH-indazole-6-carboxylic acid (4-hydroxy-23-dimeiliyl-phenyl>amide; 3-(lH- 
ben2oiimdazol-2-yl)-lH-Ladazole-6-carboxylic acid (4-hydro)g^-2-methyl-phenyl)-ainide; 3-(lH- 

25 beiizoiinidazol-2-yl)-lH-inda2ole-6-caibo3cylic acid (4-hydroxy-phenyl>-ainide; 3-(lH-beiizoi2nida2ol- 
2-yl)-lH-indazole-6-carboxylic acid cyclopropylamide; 2-[6-(4-hydroxy-2-methoxy-phenyl)-lH- 
indazol-3"yl]-3H-beiizoimidazole-5-sulfonic acid amide; 4-[3<6-dimethylaimno-lH-benzoimidazol-2-- 
yl)-lH-indazol-6-yl]-3-methoxy-phenol; 2-[6-(4-hydroxy"2-methoxy-phenyl)-lH-indazol-3--yl]-3H- 
benzoimidazole-SKiarboxylic acid methylamide; 3-methoxy-4-{3-[6-(4-methyl-piperazin-l-yl)-iH- 

30 benzoimidazol-2«yl]-iH-indazol-6-yl}-phenol;246-(4-hydroxy-2-methoxy-phenyl)-^ 

3H-benzoimidazole-5-carboxylic acid (2-inoq}holin-4-yl-ethyl)-ainide; 4-[3-(lH-iinidazo[4,5-c]pyridin- 

2-yl)-lH-indazol-6-yI]-3-methoxy-phenol;3-(3<lH-benzoimidazol-2-yl)4H^^ 

phenol; 3-[3-<lH-benzoimidazol-2-yl)-lH-indazol-6-yl]-pheaol; 4-[3-(IH-benzoimida2ol-2-yI)-lH. 

indazol-6-yl]-3,5-dimethyl-phenol; 4-[3-(lH-benzoimidazol-2-yl)-lH-indazol-6-yl]-3-phenoxy-pheaol; 

35 4-.[3-<lH-benzoimidazol-2-yl)- lH-indazol-6-yl]-ben2ene-l,3-diol; 4-[3-(lH-beim>imidazoI-2.yl).lH- 
indazol-6-yl]-3-methc3ty-phenol; 4-[3-(lH-benzoimidazol-2-yl)-lH-indazoW-yl]-2-methoxy-^^ 
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N-{3-[3<lH-benzoimidazol-2-yl)4H-inda2ole-6<:arte^ 6-[2-(l,5-<iimethyl- 
1 H-pyrazol-3-yl)-3H-benzoiinidazol-5-yl]-5-methyl-4,5-d^^ 5-ine11iyl-6-[2-(l. 
methyl4H-pyrazol-3-yl)-3H-benzoimidazol-5-yl]-4,5Kiihy fr<1.5-<iiinethyl- 
lH-pyra2ol-3-yl)-7H-purine; 2<i,5-dimethyl4H-i)yra2olO-yl)4H-i!mdazo[4,5-^^^ and 2-<5- 
iiiethyl-lH-pyra2X)l-3-yl>lH-imidazo[4,5-b]pyridine. 

In the present specification, the term "compounds of the invention", and equivalent expressions, are 
meant to embrace compounds of general formula (be) as hereinbefore described, which expression 
includes the prodrugs, the pharmaceutically acceptable salts, and tiie solvates. e.g. hydrates, where the 
context so peraiits. Similarly, reference to intermediates, whether or not they themselves are claimed, 
is meant to embrace their salts, and solvates, where the context so permits. For the sake of clarity, 
particular instances when the context so permits are sometimes indicated in the text, but these instances 
are purely illustrative and it is not intended to exclude other instances when the context so permits. 

As used above for compounds of formula (Ix), and throughout the description of the invention 
hereinafter, the following terms unless otherwise indicated, shall be understood to have the following 
meanings:- 

"Patient" includes both human and other mammals. 

"Acid bioisostere" means a group which has chemical and physical similarities producing broadly 
similar biological properties to a carboxy group (see Lipinski, Annual Reports in Medicinal Chemistry, 
1986,21,p283 "Bioisosterism In Drag Design"; Yun, Hwahak Sekye, 1993, 33, pages 576-579 
"Application Of Bioisosterism To New Drug Design"; Zhao, Huaxue Tongbao, 1995, pages 34-38 
"Bioisosteric Replacement And Development Of Lead Compounds In Drug Design"; Graham, 
Theochem, 1995, 343, pages 105-109 "Theoretical Studies Applied To Drug Designiab initio 
Electronic Distributions In Bioisosteres"), Examples of suitable acid bioisosteres include: 
^(=O)-NH0H, -C(-0)-CH20H, -C(=0)-CH2SH, -C(-0)-NH-CN, sulfo, phosphono, 
alkylsulfonylcarbamoyl, tetrazolyl, arylsulfonylcarbamoyl, heteroaiylsulfonylcarbamoyl, 
N-methoxycarbamoyl, 3-hydroxy-3-cyclobutene-l,2-dione, 3,5-dioxo-l,2,4-oxadia2olidinyl or 
heterocyclic phenols such as 3-hydroxyisoxazolyl and 3-hydoxy-l-methylpyrazolyl. 

"Acyl" denotes a radical R-C(=0)- in which R represents a radical chosen from a hydrogen atom, 
linear or branched all^^l radicals containing not more than 6 carbon atoms; optionally substituted 
amino; aryl, heteroaryl, cycloalkyl or heterocycloalkyl radicals, for example phenyl or pyrrolidinyl 
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radicals: the tenn "acyl" thus especially denotes, for example, forrayl radicals and acetyl, propionyl, 
butanoyi, pentanoyl, hexanoyl, benzoyl and pynrolidinylcarbonyl radicals. 

"Acylamino" denotes ^=0)-NH2, -C(0)-NH(alk) and -C(0>N{alk)(alk) radicals: in these radicals, 
5 NH(alk) and N(alk)(alk) have the naeanings given hereinafter defm 



"Alkenyl" means an aliphatic hydrocarbon group containing a carbon-carbon double bond and which 
may be straight or branched having about 2 to about 15 carbon atoms in the chain and containmg one 

10 or more double bonds. Preferred alkenyl groups have 2 to about 12 carbon atoms in the chain; and 
more preferably 2 to about 6 carboi} atoms (e.g, 2 to 4 carbon atoms) in the chaiiL "Branched," as used 
herein and throughout the text, means that one or more lower alkyl groiq)s such as methyl, ethyl or 
propyl are attached to a linear chain; here a linear alkenyl chain. "Lower alkenyl" means about 2 to 
about 4 carbon atoms in the chain, which may be straight or branched. Exemplary alkenyl groups 

15 include ethenyl, propenyl, n-butenyl, i-butenyl, 3-methylbut-2-enyl, n-pentenyl, heptenyl, octenyl, 
cyclohexylbutenyl, decenyl, and 3,7-dimethyl-octa-2,6-dienyl. 

"Alkoxy" means an alkyl-O- group in which the alkyl group is as described herein. Exemplary alkoxy 
groups include difluoromethoxy, methoxy, trifluoromethoxy, ethoxy, n-propoxy, i-propoxy, n-butoxy, 
20 s-butoxy, t-butoxy, pentoxy, hexoxy and heptoxy, and also the linear or branched positional isomers 
thereof. 

" Alkoxycarbonyl" means an alkyl-O-CO- group in which the alkyl group is as described herein. 
Exemplary alkoxycarbonyl groiQ)S include methoxy- and ethoxycarbonyl. 

25 

"Alkyl* means, unless otherwise specified, an aliphatic hydrocarbon group which may be straight or 
branched cham having about 1 to about 15 carbon atoms in the chain, optionally substituted by one or 
more halogen atoms. Particular alkyl groups have from 1 to about 6 carbon atoms. "Lower alkyl" as a 
group or part of a lower alko3^, lower alkylthio, lower alkylsulfinyl or lower alkylsulfonyl group 

30 means unless otherwise specified, an aliphatic hydrocarbon group which may be a straight or branched 
chain having 1 to about 4 carbon atoms m the chain. Exemplary all^l groups include methyl, ethyl, 
n-propyl, i-propyl, n-butyl, isobulyl, s-butyl, t-butyl, n-pentyl, 3-pentyl, hexyl, isohexyl, heptyl, octyl, 
nonyl, decyl and dodecyl, and also the linear or branched positional isomers thereof. Exemplary alkyl 
groups substituted by one or more halogen atoms include trifluoromethyl, difluoromethyl, 

35 trifluoroethyl and difluoroethyl 
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"AllQ^lene" means an aliphatic bivalent radical derived ftom a straight or branched alfcyl group, in 
which the alkyl group is as described herein. Exemplary alkylene radicals include methylene, ethylene 
and trimethylene. 

5 " Alkylenedioxy" means an -0-alkylene-O- group in which alkylene is as defined above. Exemplaiy 
alkylenedioxy groups include methylenedioxy and efliylenedioxy. 

"Alkylsulfinyl" means an alkyl-SO- group in which the alkyl groiq) is as previously described. 
Preferred alkylsulfinyl groups are those in which the alkyl group is Ci^sXkyl 

10 

" Alkylsulfonyl" means an aUQfl"S02- group in which the alkyl group is as previously described 
Prefeiied alkylsulfonyl groups are those in which the alkyl group is Ci^alkyl. 

"Alkylsulfonylcarbamoyr means an aIkyl-S02-NH-C(=0> group in which the alkyl groiq> is as 
15 previously described. Preferred alkylsulfonylcarbamoyl groups are those in which the alkyl group is 
CMallq^l. 

"Alkylthio" means an alkyl-S- group in which the alkyl group is as previously described- Exemplary 
alkylthio groups include methylthio, ethylthio, propylthio, isopropylthio, butylthio, isobutylthio, 
20 sec-butylthio, tert-butylthio, pentylthio. isopentylttiio, hexylthio, isohejgflthio and heptylthio, and also 
the linear or branched positional isomers thereof. Preferred aWg^lthio groups have not more than 4 
carbon atoms. 

" Alkynyl" means an aliphatic hydrocarbon group containing a carbon-carbon triple bond and which 
25 group may be a straight or branched chain having about 2 to about 15 carbon atoms in the chain. 

Preferred alkynyl groups have 2 to about 12 carbon atoms in the chain; and more preferably 2 to about 
6 carbon atoms (e.g. 2 to 4 carbon atoms) in the chain. Exemplary allQTiyl groins include ethynyl, 
propynyl, n-butynyl, i-butynyl, 3-methylbut-2-ynyl, and n-pentynyl. 

30 " Aroyl" means an aiyl-CO- group in which the aryl group is as described herem. Exemplary aroyi 
groups include benzoyl and 1- and 2-naphthoyl. 



" Aroylamino" is an aroyl-NH- group wherein aroyl is as previously defined. 
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" Aiyl" as a group or part of a group denotes: (i) an optionaUy substituted monocyclic or multicyciic 
aromatic carbocyclic moiety of about 6 to about 14 carbon atoms, such as phenyl or naphthyl; or (ii) an 
optionally substituted partially saturated multicyciic aromatic carbocyclic moiety in which a 
monocyclic aromatic carbocyclic moiety and a cycloalkyl or cycloalkenyl group are fused together to 

5 form a cyclic structure, such as a tetrahydronaphthyl, indenyl or indanyl ring. Except where otherwise 
defined, aryl ffovps may be substituted with one or more aryl group substituents, which may be the 
same or different, vi^ete "aryl gmvp substituent" includes, for exan9>le, acyl, acjdamino, alkoxy, 
alkoxycarbonyl, allqrlenedioxy, alkylsulfinyl, alkylsulfonyl, alltylfliio, aioyl, aroylamino, aryl, 
arylalkyloxy, arylallqrloxycarbonyl, arylalkylthio, aiyloxy, aryloiqrcarbonyl, arylsulfinyl, arylsulfonyl, 

10 arylthio, carboxy(oranacidbioisostere),cyano,<g^loalkyl,halo,heteroaroyl,heteroaryi, 

heteroaiylalkyloxy. heteroaroylamino, heteroarylojcjr, heterocycloalkyl, hydroxy, nitro, trifluoromethyl, 
-C(=0)NY1 y2, .NYl^=0)allgrl, -NYlS02alkyl, -NY1y2 -S02Ny ^Y^ or aSkyl, alkenyl or alkynyl 
each optionally substituted with aryl, cycloalkyl, heteroaryl, hydrojqr, -C(=0)OR^. -C(0)NY^ y2, 
-NYlY2or-OR5 

15 

" Arylalkyl" means an aryl-all^l- group in which the aryl and allqrl moieties are as previously 
deaaribed. Preferred arylalkyl groups contain a Ci^alkyl moiety. Exemplary arylallgrl -groups 
include ben2yl, 2-phenethyl and naphthlenemethyl. 

20 "Arylalkyloxy" means an arylaIkyl-0- group in which the arylalkyl group is as previously described. 
Exemplary arylaHqrloxy groups inchide benzyloxy and 1- or 2-njq)hthalenemethoxy. 

"Arylalkyloxycarbonyl" means an arylalltyl-O-CO- group in which the arylallgrl group is as previously 
described. An exemplary arylalkyloxycarbonyl group is ben^lojQfcarbonyl. 

25 

"Arylalkylthio" means an arylalkyl-S- groiq) in which the arylalkyl group is as previously described. 
An exemplary arylalkylthio group is benrjrlthio. 

" Aryloxy" means an aryl-O- group in which the aryl group is as previously described Exenq)lary 
30 arylojQr groups include phenoxy and naphflioxy, each optionally substituted. 

"Aryloxycarbonyl" means an aryl-0-C(=0)- group in which the aryl group is as previously described. 
Exemplary aryloxycarbonyl groups include phenoxycaibonyl and n^hthoxycarbonyl. 



35 



"Arylsulfinyl" means an aryi-SO- groiq) in which tiie aiyl group is as previously described. 
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"Arylsulfonyl" means, an aryi-S02- group in which the aryl group is as previously described 

"Arylsulfonylcarbamoyl" means an aryl-S02-NH-C(=0)- group in which the aryl group is as 
5 previously described. 

" Arylthio" means an aryl-S- group in which the aryl group is as previously described. Exemplary 
arylthio groups include phenylthio and naphthylthio. 

10 "Caibocyclic" means a saturated ring system comprising carbon atoms. 

"Carbocychc group substituent" includes, for example, acyl, acylamino, alkoxy, alkoxycarbonyl, 
alkylenedioxy, alkylsulfmyl, alkyisulfonyl, alkylthio, aroyl, aroylamino, aryl, arylalkyloxy, 
arylallQ'loxycarbonyl, arylalMthio, aryloxy, aryloxycarbonyl, aiylsulfinyl, aiylsulfonyl. arylthio, 
15 carbojty (or an acid bioisostere), cyano, cycloalkyl. halo, heteroaroyl. heteroaryl, heteroarylalkyloxy, 
heteroaroylammo, heteroaryloxy, heterocycloalkyl, hydroxy, nitro, trifluoromethyU -C(=0)NY1 
-NYl-C(=0)alkyl, -NYlSO^alkyl, -NY^ .SO2NY or alkyl, alkenyl or alkynyl each optionally 
substituted with aryl, cycloalkyl, heteroaryl, hydroxy, -C(=0)0R6, -C(=0)NY1y2 -NY1y2 or ^r5. 

20 "Cyclic amine" means a 3 to 8 membered monocyclic cycloalkyl ring system wherem one of the ring 
carbon atoms is replaced by nitrogen and which (i) may also contain a further heteroatom-containing 
group selected from O, S, SO2, orNY^ (where Y^ is hydrogen, alkyl, aryl, arylalkyl, -C(=0)R5, 
-C(=0)OR5, -C(=0)NY^ Y^ or -SOoR^); and (ii) may be fused to additional aryl (e.g. phenyl), 
heteroaryl (e.g. pyridyl), heterocycloalkyl or cycloalkyl rings to form a bicyclic or tricyclic ring system. 

25 Exemplary cyclic amines include pyrrolidine, piperidine, morpholine, piperazine, indoline, pyrindoline, 
tetiahydroquinoline and the like groups. 

"Cycloalkenyr means a non-aromatic monocyclic or multicyclic ring system containing at least one 
carbon-carbon double bond and having about 3 to about 10 carbon atoms. Exemplary monocycUc 
30 cycloalkenyl rings include cyclopentenyl, cyclohexenyl and cycloheptenyl. 

"CycloaUgrl" means a saturated monocyclic or bicyclic ring system of about 3 to about 10 carbon 
atoms, optionally substituted by 0x0. Exenqjlary monocyclic cycloalkyl rings include Cs^cycloalkyl 
rings such as cyclopropyl, cyclopentyl, cyclohexyl and cycloheptyl. 

35 
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"Cycloalkylalkyl" means a cycloalkyl-alkyl- group in which the cycloalkyl and alkyl moieties are as 
previously described. Exemplary monocyclic cycloalkylalkyl groups include cyclopropylmethyl, 
cyclopentylmethyl, cyclohexylmelliyl and cyclcheptylmethyl. 

-Halo" or "halogen" means fluoro, chloro, bromo, or iodo. Preferred are fluoro, bromo and chloro. 

"Haloalkyl" means an alkyl group having about 1 to about 6 carbon atoms in the chain and substituted 
by one or more halo atoms. Exenq)lary haloailq'l gro»q)s include trifluoromethyl. 

"Heteroaroyl" means a heteroaryl-C(=0)- group in which the heteroaryl group is as described herein. 
Exett?)laty heteroaryl groups include pyridylcarbonyl. 

"Heteroaroylamino" means a heteroaroyl-NH- group in which the heteroaryl moiety is as previously 
described. 

"Heteroaryl" as a group or part of a group denotes: (i) an optionally substiftited aromatic monocyclic or 
multicyclic organic moiety of about 5 to about 10 ring members in which one or more of the ring 
members is/are element(s) other than carbon, for example nitrogen, oxygen or sulfur (examples of such 
groups include benzoimidazolyl, benzothiazolyU furyl, imidazolyl, indazolyl, indolyl, indolizinyU 
isoxazolyl, isoquinolinyl, isothiazolyl, oxadiazolyl, pyrazinyl, pyridazinyl, pyrazolyl, pyridyl, 
pyrimidinyl. pyirolyl, quinazolinyl. quinolinyl, 1.3,4-thiadia2olyl. thiazolyl, thienyl and triazolyl 
groups, optionally substituted by one or more atyl group substituents as defined above except where 
otherwise defined); (ii) an optionaUy substituted partially saturated mutticyclic heterocarbocycUc 
moiety in which a monocyclic heteroaromatic moiety and a cycloalkyl, cycloalkenyl or 
heterocycloalkyl group are fused togetiier to form a cyclic structure (examples of such groups include 
tetrahydro-indazole,tetrahydro-pyrazolopyridine,5-oxo-l,4,5,6,7,8,9,9a-octahydro-l,2,4,5a-tetra^^ 

cyclopenta[a]naphlhyl, optionaUy substituted by one or more "aryl group substituents" as defined 
above, except where otherwise defined). Optional substituents include one or more "aryl group 
substituents" as defined above, except where otiierwise defined. When r1 is heteroaryl this may 
particularly represent pyrazolyl. triazolyl, isoxazolyl, isothiazolyl, thiazolyl, oxazolyl, imidazolyl, 
pyrrolyl, fiatanyl, thiophenyl, phenyl, pyridinyl, oxodihydropyridinyl, pyrimidinyl, indolyl, indazolyl, 
thienopyrazolyl, tetrahydroindazolyl, tetrahydrocyclopentapyrazolyl, dihydrofuropyrazolyl, 
oxodihydropyridazinyl, tetrahydropyrrolopyrazolyl, oxotetrahydropyrrolopyrazolyl, 
tetrahydropyranopyrazolyl, tetahydropyridinopyrazolyl, or oxodihydropyridinopyrazolyl. 



5 
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"Heteroarylalkyr means a heteroaryl-alkyl- group in which the heteroaryl and alkyl moieties are as 
previously described. . Preferred heteroarylallqrl groups contain a Ci^allc/i moiety. Exemplary 
heteroarylalkyl groups include pyridylmethyl. 

"Heteroarylalkylox/' means an heteroarylalkyl-0- groi^ in which the heteroarylallg^l group is as 
previously described Exemplary heteroaiyloxy groups include optionally substituted pyridylmethoxy. 

"Heteroaryloxy" means ah heteroaiyl-0- group in which the heteroaryl group is as previously 
described. Exemplary heteroaryloxy groups include optionally substituted pyridyloxy. 

"Heteroarylsulfonylcarbamoyl" means a heteroaryl-S02-NH-C(0)- which the hetoroaryl 

group is as previously described. 

"Heterocycloalkyl" means: (i) a cycloalkyl group of about 3 to 10 ring members which contains one or 
15 more heteroatoms or heteroatom-containing groups selected fiom O. S and NY^ and may be optionally 
substituted by oxo (examples of such groups include hexahydropyran, pyrrolidinyU piperidinyl, 
tetrahydropyranyl and octahydro-pyrido[I,2-c]pyrimidin-l-one); (ii) a partially saturated multicyclic 
heterocarbocyclic moiety in which an aiyl (or heteroaryl) ring, each optionally substituted by one or 
more "aryl group substituents,*" and a heterocycloallQrl group are fused together to form a cyclic 
20 structure (examples of such groiq)S include chromanyl, dihydrobenzofuranyl, indolinyl and 
pyrindolinyl groups). 

"Heterocycloalkylalkyr means a heterocycloaUQrl-alkyl- group in which the heterocycloalkyl and alkyl 
moieties are as previously described. 



25 



"Hydroxyalkyl" means an alkyl group substituted by one or hydroxy groups. 



*TSrH(alk)" and *TSr(alk)(alk)" denote an amino radical substituted, respectively, with one or two alkyl 
radicals, such alkyl radicals being linear or branched and chosen fiom allqrl radicals as defined above, 
30 preferably containing not more than 4 carbon atoms. 

"Prodrug" means a compound which is convertible in vivo by metabolic means (e.g. by hydrolysis) to a 
compound of formula (Ix), including N-oxides thereof. For example an ester of a con?)ound of 
formula (Ix) containing a hydroxy group may be convertible by hydrolysis in vivo to the parent 
35 molecule. Alternatively, an ester of a compound of formula (Ix) containing a carboxy group may be 
convertible by hydrolysis in vivo to the parent molecule. 



10 
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Suitable esters of compounds of forauila (Ix) containing a hydroxy group are, for example acetates, 
citrates, lactates, tartrates, malonates, oxalates, saUcyiates, propionates, succinates, fiimarates, 
maleates, metbylene-bis-p-hydroxynaphthoates, gpntisates, isethionates, di-9-toluoyltartrates, 
methanesulfonates, ethanesulfonates. benzenesulfonates. p-toluenssulfonates, cyclohexylsulfemates 
andquinates. 

Suitable esters of compounds of formula (Ix) containing a aaboxy group are, for example, tiiose 
described by F J.Leinweber, Drug Metab. Res., 1987, 18, page 379. 



An especially useful class of esters of compounds of formula (Ix) containing a hydroxy group, may be 
formed from acid moieties selected from those described by Bundgaard et. al., J. Med. Chem., 1989, 32 
. pages 2503-2507, and include substituted (aminomethyl)-benzoates, for example 
dialkylamino-methylbenzoates in which the two alkyl groups may be joined together and/or interrupted 
IS by an oxygen atom or by an optionally substituted nitrogen atom, e.g. an alkylated nitrogen atom, more 
especially (morpholino-methyl)benzoates, e.g. 3- or4-(moipholinomethyl)-benzoates, and 
(4-allcylpiperazin-l-yl)benzoates, e.g. 3- or 4-(4-alkylpiperazin-l-yl)benzoates. 

Where the compound of the invention of formula (Ix) contains a caiboxy group, or a sufficiently acidic 
20 bioisostere, base addition salts may be formed and are simply a more convenient form for use; in 

practice, use of flie salt form inherently amounts to use of flie free acid form. The bases vrfiich can be 
used to prepare the base addition salts include prefsrably those w*ich produce, whai combined with 
die free acid, pharmaceutically acceptable salts, that is, salts whose cations are non-toxic to the patieirt 
in pharmaceutical doses of the salts, so that the beoeficial inhibitory effects inherent in the free base 
25 are not vitiated by side effects ascribable to the cations. Pharmaceutically acceptable salts, including 
those derived from alkaU and alkaline earth metal salts, within the scope of the invention include those 
derived from the following bases: sodium hydride, sodium hydroxide, potassium hydroxide, calcium 
hydroxide, aluminium hydroxide, lithium hydroxide, magnesium hydroxide, zinc hydroxide, ammonia, 
efliylenediamine, N-methyl-glucamine, lysine, arginine, ornithine, choline. 
30 N.N'-dibenzylethylenediamine, chloroprocaine, diethanolamine, procaine, N-benzylphenethylamine, 
dielhylamine, piperazine. tris(hydroxymethyl)aminomethane, tetramethylammonium hydroxide, and 
the like. 



35 



Some of the compounds of the present invention of formula (Ix) are basic, and such compounds are 
useful in the form of the free base or in the form of a pharmaceutically acceptable acid addition salt 
thereof. 
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Acid addition salts are. a more convenient form for use; and in practice, use of the salt form inherently 
amounts to use of the fiee base form. The acids which can be used to prepare the acid addition salts 
include preferably those which produce, when combined with the fiee base, pharmaceutically 

is acceptable salts, that is, salts whose anions are non-toxic to tiie patient in pharmaceutical doses of the 
salts, so that flie beneficial inhibitory effects inherent in the free base are not vitiated by side effects 
ascribable to the anions. Although pharmaceutically acceptable salts of said basic compounds are 
preferred, all acid addition salts are useful as sources of the free base form even if the particular salt, 
per se, is desired only as an intermediate product as, for example, when the salt is fonned only for 

10 purposes of purification, and identification, or when it is used as intermediate in preparing a 

pharmaceutically acceptable salt by ion exchange procedures. Pharmaceutically acceptable salts within 
the scope of the invention include those derived from mineral acids and organic acids, and include 
hydrohalides, e.g. hydrochlorides and hydrobromides, sulfates, phosphates, nitrates, sulfonates, 
acetates, citrates, lactates, tartrates, malonates, oxalates, salicylates, propionates, succinates, fumarates, 

15 maleates, methylene-bis-b-hydroxynaphthoates, gentisates, isethionates, di-p-toluoyltartrates, 

methane-sulfonates, ethanesulfonates, benzenesulfonates, p-toluenesulfonates, cyclohexylsulfamates 
and quinates. 

As well as being useful in themselves as active compounds, salts of confounds of the invention of 
20 compounds of formula (be) are useful for the purposes of purification of the compounds, for example 
by exploitation of the solubUity differences between the salts and the parent con^)ounds, side products 
and/or starting materials by techniques well known to those skilled in the art. 

It will be appreciated that coinpounds of the present invention of formula (Ix) may contain asymmetric 
25 centres. These asymmetric centres may independently be in either the R or S configuration. It will be 
apparent to those skilled in the art that certain coriipounds of the invention may also exhibit 
geometrical isomerism. It is to be understood that the present invention includes individual 
geometrical isomers and stereoisomers and mixtures thereof, including racemic mixtures, of 
compounds of formula (Ix) hereinabove. Such isomers can be separated from their mixtures, by the 
30 application or adaptation of known methods, for example chromatographic techniques and 

reciystallisation techniques, or they are separately prepared from the appropriate isomers of their 
intermediates. Additionally, tautomers of the compounds of formula (Ix) are possible, and the present 
invention is intended to include all tautomeric forms of the compounds. 
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One subject of the present invention is thus the compounds of formula (I): 
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5 in which: 

X represents C-R" and W, Y and Z, which may be identical or different, represent CH or CR^ 
R* represents aryl or heteroaryl chosen from pyrazolyl, triazolyl imidazolyl, indolyl, indazolyl, thieno- 
pyrazolyl, tetrahydroindazolyl, tetrahydrocyclopentapyrazolyl, dihydrofiiropyrazolyl, 
oxodihydropyridazinyl, tetrahydropyrrolopyrazolyl, oxotetrahydropyrrolopyrazolyl, 

10 tetrahydropyranopyrazoiyl, tetrahydropyridinopyrazolyi. and oxodihydropyridinopyrazolyl radicals, all 
these radicals being optionally substituted with one or more radicals X\ or X^ chosen from H, 
halogen, haloalkyl, OH, R^ NO2, CN, S(0)„R\ OR^NY^Y^ COR^ -C(=0)NY^Y^ .C(=0)OR^ 
^=0)0H, -N(R^C(=0)R^ -N(R^SQ2R\ -N(R^C(H^)NY^Y^ -N(R*)C(=0)OR^ -S(0)nOR\ 
-S(0)„NY' Y-, -0C(O)NY' Y^ -OS(0)„R^ -OC(=0)R* and optionally substituted thienyl, 

15 R^ and R' are such that: 

either R^ and R^ which may be identical or different, represent H, R^ halogen, haloalkyl, OH, NO2, 
CN, 0R^ C0R^ S(0)^^ -C(=0)NY» Y^ -C(=0)OR^ -C(-0)OH, -NY'Y^ -N(R*)C(=0)R\ 
-N(R^)S02R\ -N(R*^C(=0)NY' Y^ -N(R*)C<=0)OR^ -S(0).OR^ -S(0)„NY* Y^ -OC(=0)NY»Y^ and , 
-0C(=O)R' 

20 or R' represents H, R^ halogen, haloalkyl, OH, NO,, CN, 0R^ C0R^ S(0)„R^ ^(=0)NY^ Y^ 
^=0)0R^ -C(=0)OH, -NY* Y-, .N(R^)C(-0)R\ -N(R*)S02R\ -N(R^)C(=0)NY*Y\ 
-N(R^C(=0)OR^ -S(0)„OR\ -S(0),NY* Y^ ~0C(=0)NY'Y' and .0C(=0)R' 
and B? represents aikyl, haloalkyl, halogen and OR* 

25 or R- and R^ together form a 5- to 6-membered carbon-based ring containing one or more hetero atoms, 
which may be identical or different, chosen from O, N and S, 

R^ represents all^rl, alkenyl, alkynyl, cycloalkyl, atyl, heteroaryl, cycloalkylalkyl, heterocycloalkyl, 
heteroarylalkyl and arylalkyl, all these radicals being optionaUy substituted with one or more radicals 
30 chosen from aryl (optionally substituted), halogen, allg^l, hydroxyalkyl, OH, 0R^ C(K))NY V, 
NY V, alk-NY^ Y^ and C(=0)OR*, 

R^ represents aikyl, alkenyl, cycloalkyl, heterocycloalkyl, aryl, heteroaryl, arylalkyl, cycloallqrlallQrl, 
heteroarylalkyl and heterocycloalkylalkyl. 



wo 03/035065 



-19- 



PCT/GB02/04763 



Y* and are such that either Y^ and Y^ which may be identical or different, represent H and 
optionally substituted alkyl, alkenyl, cycloalkyl, heterocycloalkyl, heterocycloalkylalkyl, aiyl, 
arylalkyl, heteroaryl and heteroarylalkyl, 

or Y" and Y^ ibim, together with the nitrogen atom to which they ace attached, a cyclic amino radical, 

Y^ and V* are such that: either Y^ and which may be identical or different, represent hydrogen, 
alkenyl, alkyl, aryl, arylalkyl, cycloalkyl. heteroaryl or heteroarylalkyl or Y^ and Y^ form, together wil 
the nitrogen atom to which they are attached, an optionally substituted cyclic amino radical, 

As represents H or alkyl, 

R** is chosen from the values of R^, 

all the alkyl (or alk, which represents alkyl), alkenyl, cycloalkyl, heterocycloalkyl, aryl, arylalkyl, 
heteroaryl and heteroarylalkyl radicals present in the above radicals furthermore being optionaUy 
substituted with one or more radicals chosen from halogen atoms and hydroxyl, cyano, alkyl, alkoxy, 
acylamino (NH-COalk), -C(=0)OR^ acyl -C(=0)R^ hydroxyalkyl, carboxyalkyl, S(0)„-alk, 
S(0)„-NH2, S(0)„.NH(alk), S(0)„-N(alk)2, CF3, OCF3, NO2, arylalkoxy, aryl, heteroaryl, aryloxy, 
aryloxyalkyl, -C(=0)-NYV and NYV radicals, 

the latter radicals containing alkyl, aryl and heteroaryl being themselves optionally substituted with o 
or more radicals chosen from halogen atoms and alkyl radicals, ftee, salified or esterified carboxyl 
radicals and acylamino radicals NH-C{0)R^ 

the phenyl radicals furthermore being optionally substituted with a dioxole radical. 



n represents an integer from 0 to 2, 

it being understood that when R^ represents an indazolyl radical 
to give the compounds of formula (F) below: 



W 




wo 03/035065 



PCT/GB02/04763 



-20- 

with X representing H, or as defined above, then W necessarily represents H or unsubstituted 
alkyl, 

5 . the said conq)ounds of forinula(0 being in any possible racenuc,enantiom 

isomer form, and also the addition salts with mineral and organic acids or with mineral bases. 

One subject of the present invention is thus the compoundss of formula (I) as defined above 
corresponding to the formula (la): 




in which: 

Xa represents C-R^a and Wa, Ya and Za. which may be identical or different, represent CH or CR^a; 
R,a represents aryl or heteroaryl chosen from pyrazolyl, triazolyl and indazolyl radicals, all these 
radicals being optionally substituted with one or more radicals X*a, X^a or X^a chosen from H, 
15 halogen, OH, K\ 0K\ NY'aY^a, S(0)„R*a, .C(=0)NY'aY\ ^=O)0R-*a, -N(R^a)C<K))R% 
.N(R^a)S02RV -.N(R*a)C(=0)NY*aY'a, .N(R*^a)C(=0)ORV -OC(-0)NY'aY^a, ^C(=0)R\ 
-0S(0) JFl^a and thienyl optionally substituted with an alkyl radical, 
R-a and R^a are such that: 

either R^a and R^a, which may be identical or different, represent H, R'^a, halogen, OH, OR^a, 
20 C(=0)NY^aY^a, -C(=0)OR^a and -C(=0)OH, and R^a represents alkyl, halogen and OR^a, 

or R=^a represents H, R\ halogen, OH. ORV C(=0)NY*aY^a, .C(=0)OR^a and -C(=0)OH, and R\ 
represents alkyl, halogen and OR^a, 

or R^a and R"a together form an -O-CH2-O- or -O-CH2-CH2-O- ring, 
R^a represents alkyl, alkenyl, cycloalkyl, aryl, heteroaryl, cycloalkylallcyl, heterocycloallqrl, 
25 heteroarylall^l and arylalkyl, all these radicals being optionally substituted with one or more radicals 
chosen from aryl (optionally substituted), halogen, alkyl, hydroxyalkyl, OH, OR^a, C(=0)NY^aY*a, 
NY^aY^a, alk-NY^aY^a and C(=0)OR^a, 

R^a represents alkyl, alkenyl, cycloallQrl, heterocycloalkyl, aryl, heteroaryl, arylalkyl, cycloalkylallqfl. 
heteroarylalkyl and heterocycloalkylalkyl, all these radicals being optionally substituted, 
30 Y'a and Y^a are such that: either Y'a and Y^a, which may be identical or different, represent H, alkyl, 
alkoxyalkyl, aiyloxyalkyl, arylalkyl, heteroarylalkyl, heterocycloalkylalkyl, cycloalkyl, aryl and 
heteroaryl, all fliese radicals being optionally substituted, or Y^a and Y^a form, togplher with the 
nitrogen atom to which they are attached, an optionally substituted cyclic amino radical. 
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Y^a and Y^a are such that: either Y^a and Y*a, which may be identical or different, represent hydrogen, 



5 or Y^a and Y*a form, together with the nitrogen atom to which they are attached, a cyclic amino 



As represents H or aUq^lj 

10 all the alkyl, alkenyl, cycloaikyl, heterocycloalkyl, aiyl, arylalkyl, heteroaryl and heteroarylalkyl 



.C(=0)OR% acyl -C(=0)R^a, hydroxyalkyl, carboxyalkyl, S(OValk, S(0)„-NH2, S(OVNH(alk), 
S(0)n-N(alk)2, CF3, OCF3, NO2, arylalkoxy, atyl, heteroaryl, aiyloxy, aryloxyalkyl, -C(=0)-NY^aV*a 
15 and NY^aY*a radicals, 

the latter radicals containing alkyl, aryl and heteroaryl themselves being optionally substituted with one 
or more radicals chosen from halogen atoms and alkyl radicals, alkoxy radicals, free, salified or 
esterified carboxyl radicals and acylamino radicals NH-C(0)RV 

20 

the phenyl radicals furthermore being optionally substituted with a dioxole radical, 
R*a is chosen from the values of R^a, 
25 n represents an integer from 0 to 2, 

the said compounds of formula (la) being in any possible racemic, enantiomeric or diastereoisomeric 
isomer form, and also the addition salts with mineral and organic acids or with mineral bases. 

30 One subject of the present invention is thus the compounds of formula Q): 



alkyl, aryl, aiylallqrl, cycloaikyl, heteroaryl or heteroarylalkyl. 



radical, 



radicals present in the above radicals ftirthermore being optionally substituted with one or more 
radicals chosen from halogen atoms and hydroxyl, cyano, alkyl, alkoxy, acylamino (NH-G(O)R^a), 




As 
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in which; 

X represents C-R^ and W, Y and Z, which may be identical or different, represent CH or CR^; 

R* represents aiyl or heteroaryl chosen from pyrazolyl, triazolyl, imidazolyl, indolyl, indazolyl, thieno- 

pyrazolyl, tetrahydroindazolyl, tetrahydrocyclopentapyrazolyi, dihydrofuropyrazolyl, 

5 oxodihydropyridazinyl,tetrahydropyrrolopyrazolyl,oxotetiahydropyrrolopy^^ 

pyrazolyl, tetrahydropyridinopyrazolyl, and oxodihydro-pyridinopyrazolyl radicals, all these radicals 
optionally being substituted with one or more radicals X^ or X^ chosen from H, halogen, haloalkyl, 
OH, NOs, CN, S(0)JR^ 0R^ NY^Y', COR^ -C(=0)NY>Y\ ^(K))OR^ -C(=0)OH, - 
N(R^)C(=0)R^ -N(R*0SO5R^ -N(R*)C(=0)NY' Y^ -N(R^C(K))OR^ -S(0)„OR*, -S(0)JTf ^ Y^ - 

10 OC(=0)NY* Y^ -OS(0)nR^ -OC(=0)R'' and optionally substituted thienyl, 
R^ and R^ are such that: 

either R^ and R\ which may be identical or different, represent H, R\ halogen, haloalkyl, OH, N0% 
CN, OR^ COK\ S(0)„R^ .C(=0)NY^Y-, -C(=0)0R\ -C(K))0H, -^^'Y^ .N(R^)C(=0)R\ 
-N(R6)S02R4, -N(R6)C(-0)NY1 Y2, -N(R6)C(=0)0R4, -S(0)nOR4, -S(0)nNYlY2, -0C(-0)NY»Y' 
15 and-OC(=0)R^ 

or R- represents H, R^ halogen, haloalkyl, OH, NOj, CN, OR^ C0R\ S(0)JR.^ ^<-0)NY'Y-, 
-C(=0)0R\ -C(=0)0H, -NY'Y\ -N(R^C(=0)R^ -NCR^SOaR", -N(R^)C(-0)NY'Y-, 
.N(R')C(-0)OR', -S(0)„OR^ -S(0)„NY^ Y^ -OC(=0)NY^Y2 and -0C(=0)R' 
and R^ represents aUcyl, haloalkyl, halogen and OR^ 
20 or R^ and R^ together form a 5- to 6-meDabered carbon-based ring containing one or more hetero atoms, 
which may be identical or different, chosen from O, N and S, 

R* represents alkyl, alkenyl, cycloalkyl, aryl, heteroaryl. cycloall^lalkyl, hcterocycloalkyl, 
hetero-arylalkyl and arylalkyl, all these radicals being optionally substituted with one or more radicals 
chosen from aiyl, OH, 0R^ C(=0)NY^4, NY V and C(-0)OR^ 
25 R* represents alkyl, alkenyl, cycloalkyl, heterocycloalkyl, aiyl, heteroaryl. arylalkyl, cycloalkylallQrl, 
heteroarylalkyl and heterocycloalkylalkyl. 
R* represents H and C1-C4 alkyl, 
n represents an integer from 0 to 2 

Y^ and Y^ are such that: either Y^ and Y^ which may be identical or different, represent H, alkyl, 
30 alkenyl, cycloalkyl, aryl, arylalkyl, heteroaryl or heteroarylalkyl, all these radicals being optionally 
substituted with one or more radicals chosen from hydroxyl, -C(=0)-NYV, -€(=0)0R^ and NYV, 
or Y' and Y^ form, together with the nitrogen atom to >^4iich they are attached, a cyclic amino radical, 
Y^ and Y* are such that: either Y^ and Y*, which may be identical or different, represent hydrogen, 
alkenyl, alkyl, aryl, arylalkyl, cycloall^l, heteroaryl or heteroarylalkyl or Y^ and Y* form, together with 
35 the nitrogen atom to which they are attached, a cyclic amino radical, 
A5 represents H or alkyl. 
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it being understood tiiat when R' represents an indazolyl radical 
to give the coiE^ounds of formula (F) below: 




with X representing H, or R^ as defined above, then W necessarily represents H or unsubstituted 
alkyl, 

the said cornpounds of formula (F) being in any possible racemic, enantiomeric or diastereoisomeric 
isomer form, and also the addition salts with mineral and organic acids or with mineral bases. 
10 It is obvious that, according to the ring represented by R* and its number of members, R' can comprise 
one, two or three substituents represented by X*, X^ and X^ 

One subject of the present invention is thus the conipounds of formula (I) as defined above 
corresponding to the formula (la): 



Ya 



Xa 



As 



(la) 



inw^ch: 

Xa represents C-R^a and Wa, Ya and Za, which may be identical or different, represent CH or CR^a; 

20 R'a represents aiyl or heteroaryl chosen jBrom pyra2X)lyl, triazolyl or indazolyl radicals, all these 
radicals being optionally substituted with one or more radicals X'a, X^a or X'a chosen ftom H, 
halogen, OH, R^a. ORV NY'aY\ S(0)nR*a, -C(=0)NY'aY^a, -C(=0)0R\ -N(R*a)C(=0)R''a, 
-N(R*a)S02R*a, -N(R''a)C(=0)NY'aY-a, -N(R*a)C(=0)OR*a, ^C(=0)NY'aY2a and -OC(=0)R''a, 
-OS(0)„R*a and thienyl optionally substituted Mrith an alkyl radical, 

25 R^a and R^a are such that: 

either R^a and R\ which may be identical or dififerent, represent H, K*a, halogen, OH, ORV 
C(=0)NY'aY\ -C{=0)OR*a, -C(=0)OH, and R^a represents allg^l, halogen and ORV 
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or R'a represents H, K\ halogen, OH, OR'^a, C(=0)NYlaY\ -C(=0)0R\ .C(=0)0H, and R^a 
represents alkyl, halogen and 0R^ 

or R-a and R^a together form an ^^0-CH2-0 or -O-CH2-CH2-O ring, 

R^a represents alkyl, cycloallcyl, aryl, heteroaryl, heterocycloalkyl, heteroaiylall^l or arylallQrl, aU 
5 these radicals beuigoptionaUy substituted with one or nioreradicak chosen fix>m^^ 

C(=0)NYW*a, NY^aY^a and C(=0)OR% 

R5a represents alkyl, alkenyl, cycloalkyl, heterocycloalkyl, aryl, heteroaryl, aiyialkyl, cycloalkylalkyl, 

heteroarylalkyl and heterocycloalkylalkyl, 

R^a represents H and C1-C4 alkyl, 
10 n represents an integer from 0 to 2, 

Y^a and Y^a are such that: either Y*a and Y'a, which may be identical or different, represent H, alkyl, 

cycloalkyl, aryl and heteroaryl, all these radicals being optionally substituted with one or more radicals 

chosen from hydroxyl, -C(=0)-NY V, -C(=0)0R' and NYV, or Y^a and Y^a form, together widi the 

nitrogen atom to which they are attached, a cyclic amino radical, 
15 Y^a and Y^a are such that: either Y^a and Y^a, which may be identical or different, represent hydrogen, 

alkyl, aryl, arylalkyl, cycloalkyl, heteroaryl or heteroarylalkyl, or Y^a and r*a form, together with the 

nitrogen atom to which they are attached, a cyclic amino radical. 

As represents H or alkyl, 

the said compounds of formula (la) being in any possible racemic, enantiomeric or diastereoisomeric 
20 isomer form, and also the addition salts with mmeral and organic acids or with mineral bases. 

One subject of the present invention is thus the compounds of formula (1) as defined above 
correspondmg to the formula (lA): 



A, 



25 




in which A represents a saturated heterocyclic radical which is either a 5- or 6-membered 
monocyclic radical or a bicyclic radical that is not more than 10-membered, these members 
being such that at least two of them represent a nitrogen atom arid the others, which may be 
30 identical or different, represent a carbon member or a hetero atom member chosen from O, N 
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aad S, this heterocycle A being optionally substituted with one or more radicals XA\, XA? or 
XA^ chosen from ithe values indicated hereinabove for the radicals X', or X^ 

Ai, A2, A3 and A4, vrtiich may be identical or different, are chosen from a hydrogen atom, halogen 
5 atoms and hydroxyl,alkyUalkenyl,alkoxy,mtro,cyano,aryUheteioaiyl and aty^ 

carboxyl radical which is free, salified, esterified with an altyl radical or amidated with a radical 
NA**A' such that either A^ and A^ which may be identical or different, are chosen from a hydrogen 
atom and optionally substituted alkyl, alkoxyalkyl, phenoxyalkyl, aryU aiylalkyl, cycloalkyl, 
cycloallq^lalkyl, heterocycloalkylalkyl and heteroarylalkyl radicals, or A^ and A^ ft>rm, together with 
10 the nitrogen atom to which they are attached, an optionally substituted 5- or 6-membered cyclic radical, 
it being understood that two consecutive radicals among Ai, A2, A3 and A* can form, with the 
benzimidazole radical to which they are attached, a 5- to 6-membered carbon-based ring 
containing one or more hetero atoms, which may be identical or different, chosen from O, N 
andS, 

15 A5 represents a hydrogen atom or an alkyi radical, 

represents hydrogen, alkyl. alkenyl, cycloalkyl, phenyl, phenylalkyl and cycloalkylalkyl, 

all the alkyl, alkenyl, aryl, heteroaryl, aryloxy, cycloalkyl and heterocycloalkyl radicals present in the 
above radicals being optionally substituted with one or more radicals chosen from halogen atoms and 

20 hydroxyl, cyano, alkyl, alkoxy, amino, alkylamino, diailg^lamino, phenylamino, phenylalkylamino. 
acylamino (NH-COR*), -C(=0)OR^, acyl -C(K))R% hydroxyalkyl, carboxyallq^l, phenoxyalkyl, 
S(0)„-alk, S(0)„-NH2, S(OVNH(alk), S(0VN(alk)2, CF3, OCF3. NQ2, CN, phenyl, itself optionaUy 
substituted with one or more halogen atoms, thienyl, phenoxy, phenylalkoxy, -C(=0>NH2, 
^(-0)-NH(alk) and C(=0>-N(alk)2 radicals, 

25 all the above alkyl, alkenyl, alkoxy and allq^lthio radicals being linear or branched and containing not 
more than 4 carbon atoms, 

all the phenyl radicals of the above radicals fiulhermore being optionally substituted with a dioxole 
radical, 

30 n represents an integer from 0 to 2, 

the said compounds of formula (lA) being in any possible racemic, enantiomeric or diastereoisomeric 
isomer form, and also the addition salts with mineral and organic acids or with mineral and organic 
bases of the said compounds of formula (lA); 
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A subject of the present invention is thus the compounds of fonnula (I) as defined above, 
corresponding to the formula (lAa): 



A. a 




N 



\ 



Aga" 




N 



(lAa) 



in which Aa represents a pyrazolyl, triazolyl or indazolyl radical, this heterocycle Aa being optionally 
substituted with one or more radicals XA", XA^ or XA^ chosen from the values indicated hereinabove 
for the radicals or X^ 

Aja, Aja, Asa and A4a, which may be identical or different, are chosen from a hydrogen atom, 
halogen atoms, hydroxyl, alkyl, alkoxy, nitro, cyano. phenyl and phenoxy radicals, and a 
carboxyl radical which is free, salified, esterified with an alkyl radical or amidated with a 
radical NA^aA^a such that either A*^a and A^a, which may be identical or different, are chosen 
from a hydrogen atom and alkyl, phenyl, phenylalkyl, cycloalkylalkyl, cycloalkyi, forylalkyl, 
thienylalkyl and pyridylalkyl radicals, or A6a and A7a form, together with the nitrogen atom to 
which they are attached, a pyrrolidinyl, pyrazolidinyl, pyrazolinyl, piperidyl, morpholino or 
piperazinyl radical optionally substituted on the second nitrogen atom with an alkyl or phenyl 
radical, which are themselves optionally substituted, 

it being understood that two consecutive radicals from among Aia, A2a, Aaa and A^a may form, 
with the benzimidazole radical to which they are attached, an optionally substituted 5- to 6- 
membered carbon-based ring containing one or two oxygen atoms, 

A5a represents a hydrogen atom or an alkyl radical, 

the phenyl and phenoxy radicals above being optionally substituted with one or more radicals 
chosen from halogen atoms and hydroxyl, cyano, trifluoromethyl, trifluoromethoxy, alkyl, 
alkoxy, amino, alkylamino, dialkylamino, phenylamino, phenylalkylamino. free, salified or 
esterified carboxyl, and dioxole radicals, 
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all the alkyl, alkoxy and alkylthio radicals above being linear or branched and containing not 
more than 6 carbon atoms, 

the said compounds of formula (lAa) being in any possible raceraic, enantiomeric or diastereoisomeric 
5 isomer form, and also the addition salts with mineral and organic acids or with mineral and organic 
bases of the said compounds of formula (lAa). 

The substituents X', and X^ as defined above are in particular such that one represents a hydrogen 
atom and the other two, Y*ich may be identical or different, are chosen from halogen atoms and OH, 
10 R*a, OK\ CF3. OCF3, NO2, CN, NY'aY-a, acylamino (NH-CORH S(0)o^ S(0VNH2, 
S(0)o-NH(alk). S(0VN(alk)2, -C(=0)-NH2. ^K))-NH(alk), C(=0)-N(alk)2, -C(K))OR'a, 
-N(R%)C(=0)R\ -N(R^)S02RV -N(Rn))C(=0)Ny'aY-a, -N(R'^)C(-0)0RV -OC(=0)NY'aY-a 
and thienyl radicals, the thienyl radical being optionally substituted with an alkyl radical, 

15 R'*a, Y*a, Y"a and R^ having the values defined above and alk representing a linear or branched alkyl 
radical including not more than 6 carbon atoms and optionally substituted as indicated above. 

All the alkylthio radicals are such that the sulfur atom is optionally oxidized to sulfone or sulfoxide 
with one or two oxygen atoms. 

20 

Tables 1, 11 and lU described below give examples of compounds illustrating the present invention, with 
in particular substituents chosen from the values of X\ X^ and X^ as defined above. 
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TABLE I 

R 




with X represents hydrogen, halogen or alkoxy as defined above. 
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TABLEn 



R' 

\ 

N-R 




in which NR'R repiesents NY'Y^ as defined above. 
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TABLEin 



R 




in which X represents hydrojgen, alkynyl or NHC0CH2Ph which is optionally substituted 



The subject of the present invention is thus the compounds of formula (J) as defined above in which the 
substituents of the said compoxmds of formuhi (I) have the any of the values indicated as defined 

10 hereinabove and in which the aryl radicals represent the phenyl and naphthyl radicals; the heteroaryl 
radicals represent the furyl, thienyl, benzothienyl, thianthrenyl, pyridyl, pyrazolyl, benzimidazolyl, 
benzofuran, isobenzofiiran and dihydrobenzofuran radicals; the cycloallcyl radicals represent a 
cyclopropyl, cyclobutyl, cyclopentyl or cyclohexyl radical; the heterocycloalkyl radicals represent the 
hexahydropyran, piperidyl or morpholmo radicals; the heterocycloalkylalkyl radicals represent the 

15 hexahydropyranylallc/1, piperidylalkyl and morpholinoalkyl radicals; the arylalkyl radicals represent 
the phenylalkyl, ethylenedioxyphenylalkyl and naphthylalkyl radicals; the heteroarylalkyl radicals 
represent the thienylalkyl, pyridylalkyl, finylalkyl, pyrazolylalkyl, benzothienylalkyl, 
dihydrobenzofiiranylalkyl and benzimidazolylallcyl radicals; the aryloxy radicals represent the phenoxy 
and naphthyloxy radicals; the arylalkoxy radicals represent the phenylalkoxy and naphthylalkoxy 
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radicals; and the aryloxyalkyl radicals represent the phenoxyalkyl radical; all these radicals being 
optionally substituted as indicated hereinabove. 

One subject of the present invention is, more particulariy, the compounds of formula (I) as defined 
5 above corresponding to the formula (lA): 




in which A represents a saturated heterocyclic radical which is either a 5- or 6-membered monocyclic 
10 radical or a bicyclic radical that is not more than lO-membered, these members being such that at least 
two of them represent a nitrogen atom and the others, which may be identical or different, represent a 
carbon member or a hetero atom member chosen from O, N and S, this heterocycle A optionally being 
substituted with one or more radicals XA\ XA' or XA^ chosen from halogen atoms, alkyl, alkoxy or 
all^^lthio radicals or thienyl radicals optionally substituted with an alkyl radical, 

15 

Ai, A2, A3 and A,, which may be identical or different, are chosen from a hydrogen atom, halogen 
atoms and hydroxyl, alkyl, alkoxy, nitro, cyano, phenyl and phenoxy radicals, a carboxyl radical which 
is free, salified, esterified with an alkyl radical or amidated with a radical NA^A"^ such that either A* 
and A\ which may be identical or different, are chosen from a hydrogen atom and alkyl, phenyl, 

20 phenylalkyl, cycloalkylalkyl, cycloalkyl and heteroarylalkyl radicals, or A* and A^ form, together with 
the nitrogen atom to which they are attached, a 5- or 6-membered cyclic radical, 
it being understood that two consecutive radicals among A|, A2, A3 and A4 can form, with the 
benzimidazole radical to which they are attached, a 5- to 6-membered carbon-based ring contaming one 
or more heteio atoms, which may be identical or different, chosen from O, N and S, 

25 As represents a hydrogen atom or an alkyl radical, 

all the phenyl, phenoxy, cycloallqrl and heteroarylalkyl radicals above being optionally substituted with 
one or more radicals chosen from halogen atoms and hydroxyl, cyano, trifluoromethyl, 
trifluoromethoxy, alkyl, alkoxy, ammo, alkylamino, dialkylamino, phenylamino, phenylalkylamino, 
free, salified or esterified carboxyl, and dioxole radicals, 

30 all the alkyl, alkoxy and alkylthio radicals above bemg linear or branched and containing not more than 
6 carbon atoms, 
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the said compounds of fontmla (lA) being in any possible racemic, enantiomeric or diastereoisomeric 



5 A subject of the present invention is also, more particularly, the compounds of formula (Tj as defined 



in which Ab represents a pyrazolyl or indazolyl radical optionally substituted with one or two radicals 
chosen jfrom halogen atoms and OH, alkyl, alkynyl, -OR% (including alkoxy), -COR^, -0-COR%, 
10 -OS(0)aR%, -0(CH2)n-C0-R% phenyl, phenylalkyl, CF3, OCF3, NOo, CN, NY^bY'b, 

.NH^(=0)NY'bY-b, acylamino (NH-CO-R%), S(0)n-alk, S(OVNY*bY-b, .CeO>NY*bY\ 
^(=0)0R%, -NH-C(=0)R% -NH-S(0)JR%, -NH-C(=0)OR^, -N(R'l>)C(=0)NY'bY^, 
-OC(=0)NY'bY"b and thienyl radicals, all these radicals being optionally substituted, 

15 with NY^bY^b such that either Y*b and Y^b, which may be identical or different, are chosen from 
hydrogen and optionally substituted alkyl, cycloalkyl, cycloalkylalkyl, phenyl, naphthyl, phenoxy, 
phenylalkyU phenylalkylthio and naphthylalkyl or Y^b and Y^b form, together with the nitrogen atom 
to which they are attached, a piperidyl, hexahydrofuran, moipholinyl or moipholinylalkyl radical, 

20 Alb, A2b, Asb and A4b, which may be identical or different, are chosen fh)m a hydrogen atom. 



isomer form, and also the addition salts with mineral and organic acids or with mineral and organic 
bases of the said conipounds of formula (lA). 



above, corresponding to the formula (lAb): 




(lAb) 



30 



25 



halogen atoms, hydroxyl, alkyl, alkenyl, -OR^ (including alkoxy), -CO-R^b, -0-COR^, 
-OS(0)nR^b, -0(CH2)n-CO-R^, nitro, cyano, fiiryl, thienyl, benzothienyl, naphthyl, 
thianthrenyl, phenyl and phenoxy radicals and a carboxyl radical which is free, salified, 
esterified with an alkyl radical or amidated with a radical NA^bA^b such that either A^b and 
A^b, which may be identical or different, are chosen from hydrogen and alkyl, alkoxyalkyl, 
phenoxyalkyl, phenyl, phenylalkyl, cycloalkylalkyi, cycloalkyl, fuxylalkyl, naphthylalkyl, 
thienylalkyl, piperidylalkyl, pyridylalkyl, benzothienylalkyi, pyrazolylalkyl, 
dihydrobenzofliranylalkyl, hexahydropyranylalkyl, ethylenedioxyphenylalkyl and benz- 
imidazolylallq^l radicals, all these radicals being optionally substituted, or A^b and A'b form, 
together with the nitrogen atom to which they are attached, a pyrrolidinyl, moipholino or 
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piperazinyl radical, the piperazinyl radical bemg optionally substituted on the second nitrogen 
atom with an alkyl radical itself optionally substituted, 

it being understood that two consecutive radicals among A|b, Aib, Aab and Aib can form, with 
5 the benzimidazole radical to which they are attached, an optionally substituted 

4,S-ethylenedioxybenziniid-^ole radical or an optionally substituted 
4,5-methylenedioxybenzimidazole radical, 
Asb represents a hydrogen atom, 

10 all the above radicals containing alkyl, alkenyl, phenyl, phenoxy, fiiryl, thienyl, piperidyl, pyridyl, 
pyrazolyl and benzimidazolyl being optionally substituted with one or more radicals chosen firom 
halogen atoms and hydroxyl, cyano, alkyl, alkoxy, amino, alkylamino, dialkylamino, phenylamino, 
phenylalkylamino, acylamino (NH-COR^), -C(=0)OR^b, acyl -C(=0)R%, hydroxyalkyl, 
carboxyalkyl,phenoxyalkyl, S(0)„-alk, SCO^NHj, S(0)o-NH(alk), S(0)„-N(alk)2, CF3, OCF3, NO2, 

15 CN, phenyl, itself optionally substituted with one or more halogen atoms, thienyl, phenoxy, 
phenylalkoxy, -C(=0)-Ml2, -C(=0)-NH(alk) and C(=0)-N(alk)2 radicals, 

with n representing an integer from 0 to 2, 

20 and R*^b representing hydrogen, alkyl, alkenyl, cycloalkyl, phenyl, pyridyl, thienyl, naphthyl, isoxazole, 
adamentyl, quinoline, qutnolone, dihydroquinolone, -NH-phenyl, phenylalkyl and cycloaikylalkyl, all 
these radicals being optionally substituted with a morpholino, piperidyl or phenyl radical itself 
optionally substituted with one or more radicals chosen from halogen atoms and the cyano, CF3, OCF3, 
alkyl, phenyl-S(0)n-alk-phenyl, alkoxy, NH2, NHalk, N(alk)2, SO2NH2, SOaNalk or S02N(alk)2 radical. 

25 

all the alkyl, alkenyl, alkoxy and alkylthio radicals above being linear or branched and 
containing not more than 10 carbon atoms, 

all the phenyl radicals of the above radicals furthermore bekig optionally substituted with a 
dioxole radical, 

30 

the said compounds of formula (lAb) being in any possible racemic, enantiomeric or diastereomeric 
isomer form, and also the addition salts with mineral and organic acids or with mineral and organic 
bases of the said compounds of formula (lAb). 



35 



One subject of the present invention is thus in particular the compounds of formula (J) as defined 
above corresponding to the formula (lAb) in which Ab represents a pyrazolyl or indazolyl radical 
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optionally substituted with one or two radicals chosen irom halogen atoms and OH, alkyl, alkynyl, 
alkoxy, phenyl, phenylalM, CF3, OCF3, NO2, CN, NY^bY^b, .NH-C(=0)NY'bY\ acylamino 
(NH-CO-R^). S(0)o^k, S(0)„-NY*bY\ -C(=0)-NY'bY\ .C(=0)OR%, -NH.C(K))R*b, 
.NH-S(0)„R^, -NH-C(=p)0R^, "N(R^)C(=0)NY'bY-b, .OC(=0)NY%Y^b and thienyl radicals 
5 which are optionally substituted, 

with NY^bY^b such that either Y^b and Y~b, which may be identical or different, are chosen from 
hydrogen and optionally substituted alkyl, cycloaikyl, cycloalkylalkyl, phenyl, naphthyl, phenoxy, 
phenylalkyi, phenylalkylthio and naphthylalkyl or Y^b and Y'b form, together with the nitrogen atom 
10 to which they are attached, ia piperidyl, hexahydrofuran, morpholinyl or moipholinylalkyl radical, 

Alb, Ajb, Aab and A^b, which may be identical or different, are chosen from a hydrogen atom, 
halogen atoms, hydroxyl, alkyl, alkenyl, alkoxy, nitro, cyano, frityl, thienyl, benzothienyl, 
naphthyl, thianthrenyl, phenyl and phenoxy radicals and a carboxyl radical which is free, 
salified, esterified with an alkyl radical or amidated with a radical NA^A^b such that either 
A^ and A\ which may be identical or different, ate chosen from hydrogen and alkyl, 
alkoxyalkyl, phenoxyalkyl, phenyl, phenylalkyi, cycloalkylalkyl, cycloaikyl, fiirylalkyl, 
naphthylalkyl, thienylall^l, piperidylalkyl, pyridylalkyl, benzothienylalkyl, pyrazolylalkyl, 
dihydrobenzofiiranylallQrl, hexahydropyranylalkyl, ethylenedioxyphenylalkyl and 
benzimidazolylalkyl radicals, all these radicals being optionally substituted, or A*b and A^b 
form, together with the nitrogen atom to which they are attached, a pyrrolidinyl, morpholino or 
piperazinyl radical, the piperazinyl radical being optionally substituted on the second nitrogen 
atom with an alkyl radical itself optionally substituted, 

25 it being understood that two consecutive radicals among Ajb, A2b, Asb and A4b can form, with 

the benzimidazole radical to which they are attached, an optionally substituted 
4,5-ethylenedi6xybenzimidazole radical or an optionally substituted 
4,5-methyIenedioxybenzimidazole radical, 
Asb represents a hydrogen atom, 

30 

all the above radicals containing alkyl, alkenyl, phenyl, phenoxy, furyl, thienyl, piperidyl, pyridyl, 
pyrazolyl and benzimidazolyl being optionally substituted with one or more radicals chosen from 
halogen atoms and hydroxyl, cyano, alkyl, alkoxy, amino, alkylamino, dialkylaminoi phenylamino, 
phenylalkylammo, acylamino (NH-COR^), -C(=0)OR^, acyl -C(=0)R%, hydroxyalkyl, 
35 carboxyalkyl, phenoxyalkyl, S(0)n-alk, S(0)a-NH2, S{0VNH(alk), S(0VN(alk)2, CF3, OCF3, NO2, 



15 



20 
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CN, phenyl, itself optionally substituted with one or more halogen atoms, thienyl, phenoxy, . 
phenylalkoxy, -C(=0)-NH2, -C(=0>NH(alk) and C(=0)-N(alk)2 radicals, 
with n representing an integer from 0 to 2, 

and R% representing hydrogen, alkyl, alkenyl, cycloalkyl, phenyl, phenylalkyl and cycloalkylallQfl, 

5 

all the alkyl, alkenyl, alkoxy and alkylthio radicals above being linear or branched and 
containing not more than 10 carbon atoms, 

all the phenyl radicals of the above radicals furthermore being optionally substituted with a 
10 dioxole radical, 

the said compounds of formula (lAb) being in any possible racemic, enantiomeric or diastereoisomeric 
isomer form, and also the addition salts with mineral and organic acids or with mineral and organic 
bases of the said compounds of formula (lAb). 



15 A subject of the present invention is thus in particular the compounds of formula (I) as de&ied above 
corresponding to the formula (lAb) in which Ab represents a pyrazolyl radical substituted with one or 
two radicals such that one is chosen ifrom hydrogen, halogen atoms and allq^l, alkynyl, -COR^, phenyl, 
phenylalkyl, CF3, NO2, CN, NY*bY-b, ■.NH-C(=0)NY'bY2b, NH-CO-R^, S(0)„-alk. S(0)„-NY"bY-b, 
-C(=0)-NY'bY^b. <XrO)0K% .NH-C(=0)R*b, -NH-S(O) -NH-C(=0)OR*b, 

20 -N(R^b)C(=0)NY*bY-b and thienyl radicals, all these radicals being optionally substituted, 

and the other is chosen from OH, -OR**b, -O^OR^, -OS(0)JEl^, -0(CH2VC0-R*b and 
-OC(=0)NY*bY^b radicals, all these radicals being optionally substituted, 

25 with NY^bY^b such that Y^b and Y^b, which may be identical or different, are chosen from hydrogen 
and optionally substituted alkyl, cycloalkyl, cycloalkylalkyl, phenyl, naphthyl, phenoxy, phenylalkyl, 
phenylalkylthio and naphthylalkyl or Y*b and Y^b form, together with the nitrogen atom to which they 
are attached, a piperidyl, hexahydrofuran, morpholinyl or morpholinylalkyl radical, 

30 Alb, Aab, A^h and A4b, which may be identical or different, are such that two of them represent 

hydrogen and the other two, which may be identical or different, are chosen from a hydrogen 
atom, halogen atoms, hydroxyl, alkyl, alkenyl, -OR^ (including alkoxy), -CO-R*b, -0-COR%, 
-OS(0)„R^b, -0(CH2)n-C0-R^, nitro, cyano, furyl, thienyl, benzothienyl, naphthyl, 
thianthrenyl, phenyl and phenoxy radicals and a carboxyl radical which is free, saiified, 

35 esterified wifli an all^^l radical or amidated with a radical NA^A^b such that either A*b and . 

A\ which may be identical or different, are chosen from hydrogen and alkyl, alkoxyalkyl. 
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phenoxyalkyl, phenyl, phenylall^l, cycloalkylalkyl, cycloalkyl, furylalkyl, naphthylalkyl, 
iMenylalkyl, piperidylalkyl, pyridylalkyl, benzotM^ 

dihydrobenzofuranylalkyl, hexahydropyranylalkyl, ethylenedioxyphenylalkyl and benz- 
imidazolylalkyl radicals, all tbese radicals being optionally substituted, or and A^b fonn, 
5 together with the nitrogen atom to which they are attached, a pynolidmyl, morpholino or 

piperazinyl radical, the piperazinyl radical being optionally substituted on the second nitrogen 
atom with an alkyl radical itself optionally substituted. 
Ash represents a hydrogen atom, 

10 all the above radicals containing alkyl, alkenyl, phenyl, phenoxy, fuiyl, thienyl, piperidyl, pyridyl, 
pyrazoiyl and benzimidazolyl being optionally substituted with one or more radicals chosen from 
halogen atoms and hydroxyl, cyano, alkyl, alkoxy, amino, alkylamino, dialkylamino, phenylamino, 
phenyla^lamino, acylamino (NH-COR^), -C(=0)OR^, acyl -C(=0)R'^. hydroxyalkyl, 
carboxyalkyl, phenoxyalkyl, S(0)n-alk, SCO^NH,, S(OVNH(alk), S(0VN(alk)2, CF3, OCF3,N02, 

15 CN, phenyl, itself optionally substituted with one or more halogen atoms, thienyl, phenoxy, 
phenylalkoxy, -C(=0)-NH2, -C(=0>NH(alk) and C(=0)-N(alk)2 radicals, 

with n representing an integer fix>m 0 to 2, 

and representing hydrogen, alkyl, alkenyl, cycloalkyl, phenyl, pyricfyl, thienyl, naphthyl, isoxazole, 
20 adamentyl, quinoline, quinolone, dihydroquinolone, -NH-i)henyl, phenylalkyl and cycloalkylallgrl, aU 
these radicals being optionally substituted with a morpholino, piperidyl or phenyl radical itself 
optionally substituted with one or more radicals chosen from halogen atoms and the cyano, CF3, OCF3, 
alkyU phenyl.S(0)n.alk-phenyl, alkoxy, NH2, NHalk, N(alk)2, SO2NH2, SC^Nalk or S02N(alk)2 radical, 

25 all the alkyl, alkenyl, alkoxy and alkylthio radicals above being linear or branched and 

containing not more than 10 carbon atoms, 

all the phenyl radicals of the above radicals furthermore being optionally substituted with a 
dioxole radical, 

30 

the said compounds of formula (lAb) being in any possible racemic, enantiomeric or diastereoisomeric 
isomer form, and also the addition salts with mmeral and organic acids or with mmeral and organic 
bases of the said compounds of formula (lAb). 

35 A subject of the present invention is thus in particular the compounds of formula ffi as defined above 
corresponding to the formula (lAb) in which Ab represents a pyrazoiyl or indazplyl radical optionally 
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substituted with one or more radicals chosen from halogen atoms and alkyl, alkoxy and thienyl 
radicals, 

A|b, Aab, Ajb and A4b, which may be identical or different, are chosen from a hydrogen atom; 

5 halogen atoms; radicals of the following types: hydroxyl, alkyl, alkenyl optionally substituted 

with phenyl itself optionally substituted with one or more halogen atoms, alkoxy, nitro, cyano, 
furyl, thienyl optionally substituted with acyl COalk, benzothienyl, naphthyl, thiantiirenyl, 
phenyl and phenoxy which are optionally substituted; and a carboxyl radical which is free, 
salified, esterified with an alkyl radical or amidated with a radical NA%A^b such that either 

10 A^b and A^b, which may be identical or different, are chosen from hydrogen and radicals of the 

following types : alkyl, alkoxyalkyl containing not more than 6 carbon atoms, phenoxyalkyl 
optionally substituted witii acylamino 1SIH-C(0)alk, phenyl, optionally substituted phenylalkyl, 
cycloallQrialkyl, cycloalkyl, fiirylalkyl optionally substituted with one or more alkyl radicals, 
naphtfaylalkyl, tiiienylalkyl optionally substituted with alkyl or thienyl, piperidyialkyl 

15 optionally substituted with a carboxyl radical which is free, salified or esterified with an allqri 

radical, pyridylalkyl optionally substituted with one or more radicals chosen from halogen and 
CF3, benzothienylalkyl, pyrazolylalkyl optionally substituted with one or more allqrl radicals, 
dihydrobenzofiiranylalkyl, hexahydropyranylalkyl, ethylenedioxyphenylalkyl, and 
benzimidazolylalkyl optionally substituted with one or more alkyl radicals, 

20 

or A% and A^b foma, together with the nitrogen atom to which tiiey are attached, a 
pyrrolidinyl, moipholino or piperazinyl radical, the piperazmyl radical being optionally 
substituted on the second nitrogen atom with an alkyl radical, 

it being understood that two consecutive radicals among Aib, Aab, A^b and Ajb can form, with 
25 the benzimidazole radical to which they are attached, an optionally substituted 

4,5-^thylenedioxybenzimidazole radical or an optionally substituted 
4,5-methylenedioxybenzimidazole radical, 
Asa represents a hydrogen atom, 

30 the phenyl, phenoxy and phenylalkyl radicals above being optionally substituted with one or more 

radicals chosen from halogen atoms, hydroxyl, cyano, alkyl, alkoxy, amino, alkylamino, dialkylamino, 
phenylamino, phenylalkylamino and NH-COalk radicals, a carboxyl radical which is free, salified or 
esterified with an alkyl radical, and hydroxyalkyl, carbpxyalkyl, phenoxyalkyl, alkyltiiio, S02alk, 
SO2NH2, S02-NH(alk), S02-N(alk)2, CF3, OCF3, NO2, CN, phenyl, itself optionally substituted with 

35 one or more halogen atoms, thienyl, phenoxy, phenylalkoxy, -C(«0)-NH2, -C(=0)-lSIH(alk), 
C(-0)-N(alk)2 and C(0)CH3 radicals, 
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all the alkyl or alk, alkehyl, alkoxy and alkylthio radicals above being linear or branched and 
containing not more than 4 carbon atoms, 

all the phenyl radicalis of the above radicals furthermore being optionally substituted with a dioxole 
5 radical, 

the said compounds of formula (lAb) being in any possible racemic, enantiomeric or diastereoisomeric 
isomer form, and also the addition salts with mineral and organic acids or with mineral and organic 
bases of the said compounds of formula (lAb). 

10 

A subject of the present invention is thus in particular the compounds of formula (T) as defined above 
corresponding to the formula (lAb) in which Ab, Ajb, Aib, Aab, AJo and Ajb have any of the meanings 
indicated hereinabove, 

15 and when one of Ajb, A2b, A^b and Atb represents a carboxyl radical amidated with a radical 

NA^A^b, then either one of A^b and A^b represents a hydrogen atom or an alkyl radical and 
the other of A^ and A^b is chosen from the values defmed for A*b and A^b, or A% and A^b 
form, together with the nitrogen atom to which they are attached, a 5- or 6-membered cyclic 
radical, 

20 

the other substituents of the said compounds of formula (I) having the any of the values 
indicated hereinabove, 

the said compounds of formula (lAb) being in any possible racemic, enantiomeric or diastereoisomeric 
25 isomer form, and also the addition salts with mineral and organic acids or with mineral and organic 
bases of the said compounds of formula (lAb). 

A subject of the present invention is th\is in particular the compounds of formula (I) as defined above 
in which X, W, Y and Z are such that two or three of them represent CH and the others are chosen 
30 from the values of CR^ or CR' and, if appropriate, i.e., when two of them represent CH and CR^ and 
CR^ are adjacent to each other, can form a dioxole radical, 

R-, R^ and the other substituents of the said compounds of formula (I) having any of the values as 
defined hereinabove, 

35 



wo 03/035065 PCT/GB02/04763 

-39- 

the said compounds of fonnula (I) being in any possible raceniic, enantiomeric or diastereoisomeric 
isomer form, and also the addition salts witii mineral and organic acids or with mineral and organic 
bases of the said compounds of formula (I). 

5 The present invention thus relates in particular to the compounds of fiormula (lA) as defined above in 
which Ai, A2, A3 and A4 are such that two or three of them represent a hydrogpn atom and the others 
are chosen &om the values of Aj, A2, A3 and A4 and, if appropriate, i.e., when two of them represent a 
hydrogen atom and the other two are on adjacent carbons, can form a dioxole radical, 

10 the other substituents of the compounds of formula (lA) having any of the values as defmed 
hereinabove, 

the said compounds of fonnula (lA) being in any possible racemic, enantiomeric or diastereoisomeric 
isomer form, and also the addition salts with mineral and organic acids or with mineral and organic 
15 bases of the said compounds of fonnula (lA). 

A subject of the present invention is also, more particularly, the compounds of formula (I) as defined 
above, corresponding to the formula (lAa): 




20 (?^) 



in which Aa represents a pyrazolyl, triazolyl or indazolyl radical, this heterocycle Aa being optionally 
substituted with one or more radicals XA', XA^ or XA^ chosen bom halogen atoms, alkyl, alkoxy or 
alkylthio radicals and thienyl radicals optionally substituted with an alkyl radical, 

25 Aja, Aaa, Aaa and A^a, which may be identical or diflferent, are chosen ifrom a hydrogen atom, halogen 
atoms, hydroxyl, ^ikyl, alkoxy, nitro, cyano, phenyl and phenoxy radicals, and a carboxyl radical which 
is fiee. salified, esterified with an alkyl radical or amidated with a radical NA Wa such that either A^a 
and A'a, which may be identical or different, are chosen from a hydrogen atom and alkyl, phenyl, 
phenylalkyl, cycloalkylalkyl, cycloalkyl, forylalkyl, thienylalkyl and pyridylalkyl radicals, or A^a and 

30 A\ form, together with the nitrogen atom to which tiiey are attached, a pyrrolidinyl, pyrazolidinyl. 
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pyrazolinyl, piperidyl, moipholino or piperazimyl radical optionally substituted on the second nitrogen 
atom with an allgrl or phenyl radical, which are themselves optionally substituted, 
it being understood that two consecutive radicals from among Aia, A2a, Aja and Aia may form, with 
the benzimidazole radical to which they are attached, an optionally substituted 5- to 6-membered 
5 caibon-based ring containing one or two oxygen atoms, 
A5a represents a hydrogen atom or an alkyl radical, 

the phenyl and phenoxy radicals above being optionally substituted with one or more radicals chosen 
from halogen atoms and hydroxyl, cyano, trifluoromethyl, trifluoromethoxy, alkyl, alkoxy, amino, 
alkylamino, dialkylamino, phenylamino, phenylalkylamino, fise, salified or esterified carboxyU and 
10 dioxole radicals, 

all the alkyl, alkoxy and alkylthio radicals above being linear or branched and containing not more than 
6 carbon atoms, 

the said compounds of formula (lAa) being in any possible racemic, enantiomeric or diastereoisomeric 
isomer form, and also the addition salts with mineral and organic acids or with mineral and organic 
15 bases of the said compounds of formula (lAa). 

One subject of the present mvention is, more particularly, the compounds of formula (I) as defined 
above in which R represents a pyrazolyl or indazolyl radical, the other substituents having the values 
indicated above or below. 

20 

Among the preferred compounds that are particularly noted are the con:q)ounds of formula (I) in which 
Aa represents a pyrazolyl or indazolyl radical optionally substituted as indicated above and below, 
Aia, A2a, Aaa and A4a are chosen from tlie following values: 

- Aia represents hydrogen or carboxyl or forms a ring with 
25 the adjacent member A^a 

- A4a r^resents hydrogen or carboxyl or forms a ring with the adjacent member Asa 

- A2a represents a carboxyl radical that is free, salified, esterified with an optionally substituted alkyl 
radical or an amidated carboxyl as indicated above or below, 

- A2a and Aaa represent two optionally substituted alkyl radicals, 
30 As represents hydrogen. 

One subject of the present invention is, even more particularly, the compounds of formula (I) as 
defined above, corresponding to the formula (lAb): 



wo 03/035065 



PCT/GB02/04763 



-41- 




(lAb) 



in which Ab represents a pyrazolyl or indazolyl radical optionally substituted with one or more radicals 
chosen from halogen atoms and allQ^l, alkoxy and thienyl radicals, 

A|b. Aab, Asb and Aib. which may be identical or different, are chosen from a hydrogen atom, halogen 
atoms, hydroxyl, alkyl and alkoxy, nitro, cyano, phenyl and phenoxy radicals, and a carboxyl radical 
that is free, salified, esterified with an alkyl radical or amidated with a radical NA^A^b such that 
either A**b and A^b, which may be identical or different, are chosen from alkyl, phenyl, phenylalkyl, 
cycloalkylalkyl, cycloallQrl and ftiiylalkyl radicals, or A% and A'b form, together widi the nitrogen 
atom to which they are attached, a pyrrolidinyl, moipholino or piperazinyl radical optionally 
substituted on the second nitrogen atom with an alkyl radical, 

it being understood that two consecutive radicals from among A,b, Aib, Ajb and A4b may form, with 
the benzimidazole radical to which they are attached, an optionally substituted 
4,5-ethylenedioxybehzimidazole radical or 4,5-methylenedioxybenzimidazole radical, 
Asb represents a hydrogen atom, 

the phenyl and phenoxy radicals above being optionally substituted witii one or more radicals chosen 
from halogen atoms and hydroxyl, cyano, alkyl, alkoxy, amino, alkylamino, diallQflamino, 
phenylamino, phenylall^lamino and free, salified or esterified carboxyl radicals, 
all the alkyl, alkoxy and alkylthio radicals above being linear or branched and containing not more tiian 
4 carbon atoms, 

the said compounds of formula (lAb) being in any possible racemic, enantiomeric or diastereoisomeric 
isomer from, and also tiie addition salts with mineral and organic acids or with mineral and organic 
bases of the said conq)Ounds of foimula (lAb). 

With reference to formula (Ix) above, the following are particular and preferred groupings: 

r1 may particularly represent optionally substituted heteroaryl. Exemplary optionally substituted 
heteroaryls include dihydrofuropyrazolyl, unidazolyl, indazolyl, indolyl, isoxazolyl, 
oxodihydropyridazinyl. oxodihydropyridinopyrazolyl, oxodihydropyridinyl, 
oxotetrahydropyrrolopyrazolyl, pyrazolyl, tiiiazolyl, thienopyrazolyl, tetrahydrocyclopentapyrazolyl, 
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tetrahydroindazolyCteirahydropyranopyrazolyl, tetalrydropyridinopyiazolyl, 
tetrahj^pyrrolopyrazolyl or triazolyl. Optional substituents include one or more groups selected 
from caiboxy, cyano, halo, haloalkyl. hydroxy, nitro, R\ -C(=0)R^. -C(=0)NY1 y2, -C(=0)0R4, 
-N(R6)C(=0)R'^, -N(R6)C(=0)NY1y2, .N(r6)CX=0)OR4 -N(R6)S02R'», -N(r6)S02NY1y2, 
S -NY1y2 -OR4,-OCF2H,.-OCF3,-OC(=0)R4,.OC(=0)NY1y2 -S(0)aR4and-S{0)2NYlY2 r1 




more preferably represents a heteroaryl moiety <^ I in which R'^, r8 and R^ are as 

'\ 

hereinbefore defined. It will be appreciated that compounds of formula (fx) in which R^ represents a 
R'v 




heteroaryl moiety — — ^ I and is hydrogen can exist in the tautomeric forms 






R'v 


N 




















■v 





W may particularly represent CH when X is CR^, Y is CH or CR^ and Z are CH or CR^. 
W may also particularly represent CH when X is N, Y is OH or CR^ and Z is CH or CR^. 

15 

W may also particularly represent N when X is CH or CR^ Y is CH or CR^ and Z is CH or CR3. 
W may also particularly represent N when X is CH or CR2, Y is CH or CR^ and Z is N. 

20 It is to be understood that this invention covers all appropriate combinations of the particular and 
preferred groq)ings refeired to herein. 
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A particular group of compounds of the invention are compounds of formula (Lea):- 




(Ixa) 



in which W, X, Y, Z and R'' are as hereinbefore defined for compounds of formula (Ix), and r8 and R^ 
are independently selected from hydrogen, carboxy, cyano, halo, haloalkyl, hydrojg', nitro, R^, 
.C(=0)R4, -C(=0)NY1y2 -C(=0)0R4 -N(R6)C(=0)R4 -N(R6)C(=0)NY1y2, -N(r6)C(=0)OR4, 
-N(r6)S02R4 -NY1y2, -OR^ -0C(=0)r4 .0C(=0)NY1y2, -S(0)nR4 and -S(0)2NY1 y2; and their 
corresponding N-oxides, and their prodrugs, and their acid bioisosteres; and pharmaceutically 
acceptable salts and solvates (e.g. hydrates) of compounds of formula (Ixa) and their N-oxides and their 
prodrugs, and their acid bioisosteres. 

Compounds of formula (Ixa) in which W represents CH, X represents CH, Y represents CH andZ 
represents CH or C-CH3 are preferred. 



Compounds of formula (Ixa) in which W represents CH, X represents CH. Z represents CH and Y 
represents: 

(i) C-Ci.4alkyl [e.g. C-CH3, C-CH2CH3. C-CH2CH2CH3 or C-CH(CH3)2]; 

CH3 

(ii) C-ai3d[e.g. C 




(iiO C-CN; 
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(iv) C-NO2;. 

(v) C-halo [e,g. C-Br, C-Cl or C-F]; 

(vi) C-haloalkyl [e.g. C-CF3]; 



(vii) C-heteroatyl [< _ 



(viii) C-0R4[e.g. C-OCH3, C-OCH2CH3, C-OCHFj. C-OCF,. • 

C-O-CHj-^"^ or C-0-{CH^)r\ /^i' 

(ix) C-C(=0)R^[e.g. C-C(0)H^^~^ ]; 

(x) C-C=0)NY1y2 [e.g. C-C(=0)-NH-CH3 , C-C(rO)-ViCH^, 
C-C(=0)-NH-CH,CH3 , C-C(=0)-NH-CH(CH3)2 . 
C-C(^)-NH-C(CH3),-CH,0H. C-C(=0)-NH-CH,CH2CN . 

C-Q^O-NH-CH^CHjOCHj, C-C(=0)-NH-CHH^^ • 

CHj P"- 



C-c(-0)-NH-CHr<^^ . C-C('=0)-NH-CHr^_^ ' 
C-C(^)-NH-CHrQ^CH,. C-C(=0)-NH-CH,-^ . 

C-C(=0)-NH-CHj-^~^ , C-C(=0)-NH-(CH2)jH^^ . 
C_c(=0)-NH-(CH,)rl{^0. C-C(=0)-NH-(CH2)rl^^^ . 
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C-C(=0)-NH-(CH2)|-^^ II , C-C(=0)-NH-(CHj)3-l<^l > 



C-C(=0)-NH-(CHj)3- 




or C-C(=0)-NH-^^ ]; 



(xi) C-C(=0)0R4 [e.g. C-C(=<))OH or OC(=0)CX:H3]; 

(xii) C-NHC(=0)r4 [e.g. C-NHC(=0)CH3, C-NHC(=0)CH(CH3)2, 



C-NH-CC-K))— ^ ^ or C-NH-C(=0)-CHr^ ^ 
(xui) C.CH(OH)aiyl [e.g. C-CH(OH) 

(xiv) C-S(0)2NYlY2[e.g. C-S0,-NH-CH2-(^^ ]; 

(XV) C-S(0)nR4[e.g.C-S02CH3]: 
are ako preferred 

Compounds of formula (Ixa) in wbich W represents CH, X represents C-CH3, C.CH2CH3, 
C-CH(CH3)2. C-OCH3. C-OCH2CH3, C-Br or Y represents C-CH3. C-CH2CH3. C.OCH3. 

O.Br.C-Cl,C-F,C-H^^ or C-C(=0)-NH-CHH^^ and Z represents CH are also 
preferred. 

Compounds of formula (Ixa) in which W represents CH. X represents CH. Y represents C^Hj and Z 
represents C-CH3 are also preferred. 

Compounds of formula (Lea) in which W represents CH. X represents CR2 and Y repres«its CR3 
where r2 and r3 form the group -G&ri-Q^T> Z represents CH are also preferred. 
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Compounds of fonnula (Ixa) in which W represents CH, X represents CR2 and Y represents CB? 
where r2 and form the group -CH2-CH2-CH2-, and Z represents CH are also preferred. 

Compounds of formula (Ixa) in which represents hydrogen are preferred. 

Compounds of formula (bca) in which represents: 

(i) hydrogen; 

(ii) CMallqyl [e.g. CH3, CH2CH3. CH(CH3)2 or CH(CH3)CH2CH3]: 

(iii) -SR4 [e.g. — S — CH, , — S— CH^O^ or — S— CH^— <C] > 

-S-CHj— <^~^ , -S-CHjH^~"^— OCH3 , 



N ■ . S- 



-s— cHj-cHH^ y ' -s—cfir^ y °^ -s— c%-^^ ]; 



/ — \ 

(iv) -NYlY2[e.g. — ^0];or 

(v) -0R5 [e.g. -OCH2CH3] 
areprefeired. 

Compounds of formula (Ixa) in which R^ represents: 

(i) hydrogen; 

(ii) Ci.jalh/l [e.g. -CH3, -CH2CH2CH3, -CHiCH^)! or -CH2-CH2-CH(CH3)2]; 

(iii) aryl [e.g. phenyl]; 

(iv) -C(=0)NYV [e.g. — C(=0)-NH-CH2CH3, — C(=0)-NH-CH2CHjCH3, 

— C(=0)-NH-CHjCH(CH3)j, — C(=0)-NH-CH(CHj)j , 
— C(=0)-NH-C(CH3)3, — C(=0)-NH-C(CH3)2CH20H, 
— C(=0)-NH-CHjCHjOCH3, — C(=0)~N(CH,), , — C(=0)-N(CH,CHj)2 , 

— C('=0)-NH— <^ , — C(=0)-NH-CHj-<] or — C(0)-lffl— ^ ^3 ] 
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(v) -N(R*)C(=0)R\ particularly -TfflC(=0)R4 in which (a) r4 is alkyl optionally 

substituted by aryl, cycloalkyl, heteroaryl, heterocycloalkyl, NY^Y^ or -0R5 [e.g. 
— NH-C(=0)-CH3, — NH-C(=0)-(CHj),CH3 , — NH-C(=0)-CH(CH3)2 . 

-NH-C(=0)-C(CH3),. — NH-C(=0)-CH2CH(CH3)2. 

— NH-C(=0)-CH(CH3)CHjCH3, — NH-C(=0)-CH2aCH3)3 . 



-mi-Ci=0)-CH^-(^ . -NH-C(=0)-CHr<] ' 
_NH-C(=0)-CH5-l( . — NH-C(=0)-CHj-N(CH3)j , 

1^ 



— NH-C(=0)-CH5-N ) . — NH-C(K))-CHi-^ «r 

— NH-C(=0)-CH20CH3 ],.(b) R'* is aryl [e.g. 

H3C 

— NH-C(=0)-H^~^ , — NH-C(=0)— ^ ^ or 
_NH-C(=0)— ^~^)— CHj ], (c) R'^ is cycloalkyl [e.g. — NH-C(=0)^C^ 
or — NH-C(=0)— ], (d) R^ is betooaryl (e.g. — NH-C(=0)— ^jj^ , 




H3C 

— ^NH— C(=0)— 1 °^ (®) heterocycloalkyl [e.g. 




— NH-C(=0)— ( pi: 
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(vi) -N(R*)q=0)NY'Y^ particularly -NHC(=0)NY'Y'[e.g. — ini-C(=0)-NHCH3 , 
— NH^.C(=0)-NHCH3CH3, — NH-C(=0)-NHCH(CH3)j . 
— NH-C(=0)-NHCH,CH(CH3)j . — NH-C(^)-NHC(CHj), » 
-NH-C(=0)-N(CH3)j. -NH-C(-0)-N(CH,CH3)i, 

— NH-C(^)-NH-<^ ^ — NH-C(=0)-NH-CHr<] . 
-NH-C(=0)-NH-CHH^~^ , — NH-C(=0)-NH-<^^ , 



— NH-C(=0)-t^ ^ , — NH-C(0)->^ ^-^"3 



or 



— NH-C(=0)-I'^ \> ]; 

(vii) -NY1y2 [e.g. -NH2]; or 

(viii) alkyl substituted by .NCR6)C{=0)NY1 [e.g. -CH2-NH-C(=0)-CH(CH3)2 or 

— CHrNH-C(=0)->^ J ' 

are preferred. 

A preferred group of compounds of the invention are compounds of formula (Ixa) in which:- W 
represents CH; X represents CH; Y represents CH; Z represents CH or C-CH3; VJ represents 
hydrogen; represents (i) hydrogen, (ii) CMalkyl [e.g. CH3. CH2CH3, CH(CH3)2 or 

CH(CH3)CH2CH33.(iii)-SR4[e.g. -S-C&,, -S-CH^CH, or -S-CH2-<] • 
-S-CF^-^^ . -S-CHj-^^-OCH,. -S-CHtCHhQ^ • 

-S-CHtH^ or _s_CHH(jl Miv)-NYlY2[e.B. -i^O ] or (v) -0R5 

[e.g. -OCH2CH3]; r9 represents (0 hydrogen; (u) Ci.valkyi [e.g. -CH3, -CH2CH2CH3. -CH(CH3)2 
or -CH2-CH2-CH(CH3)2]; (iii) aryl [e.g. phenyl]; (iv) -C(=0)NY'Y^ Ce.g. 



wo 03/035065 PCT/GB02/04763 

-49- 

-C(=0)-NH-CH,CH3, -C(=0)-NH-CH,CH2CH3, -C(=0)-NH-CHjCH(CH,)j , 
-C(=0)-NH-CH(CH3)2, — C(=0)-NH-C(CH3)j, -C(=0)-NH-C(CH3)2CH20H , 
-C(=0)-NH-CIt,CHjOCH3, —C(rO)-li{CE^2> -C(=0)-N(CR,CH3)2 , 

— C(=0)-NH-<] , — C(=0)-NH-CH5-<^ or — C{=0)-NH-^^^0]; 

(v) -N(R*)C(=0)R^*. particularly -NHq=0)R4, in which (a) is alkyl optionally substituted by aryl, 
cycloalkyl,heteroaiyl,heterocycloalkyl,NYlY2or-OR5[e.g. —■tm-C(rO)-CR^, 

-NH-C('=0)-(CH2)jCH3. -NH-C(=0)-CH(CH,)2, -NH-C(=0)-C(CH3)3 . 

— NH-CX=0)-CH2CH(CH3), , — NH-C(=0)-CH(CH3)CH,CH3 . 



-NH-C{=0)-CH2C(CH,)j, — NH-C(=0)-CH2- 



-NH-C(=0)-CHrlC/^' -NH-C(=0)-CHrN(CH3),. 



-NH-C(=0)-CH,-I^^ ^ . — NH-C(=0)-CHj->(^^0 or 

-NH-C(=0)-CH20CH3 1, (b) R^ is aryl [e.g. 

H. 




-NH-C(=0)-<^^^ . -NH-C(=0)— or -NH-C(=0)-^^^^^CH3 ], 
(c)R4iscycloalkyl[e.g. _NH-C(=0)-<] or _NH-C(=<>)— ]. (d) R* is heteroaiyl 




— NH-C(0)— ^ ] Of («) heterocycloalkyl [e.g. — NH-C(=0)— ]; 
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(vi) -N(R'0C(=O)NY' Y^ particularly -NHC(=0)NY' Y" [e.g. — NH-C(=0)-NHCH3 , 
— NH-C(=0)-NHCHjCHj, — NH-C(=0)-NHCH(CHj)2 . 

— NH-C{=0)-NHCH,CH(CH3),. — NH-C(=0)-NHC(CH3)3 > -NH-C(-0)-N(CH3)j . 
-NH-C(=0)-N(CH3CH3),. -^«^-C(=0)-NH-<| . -NH-C(==0)-NH-CHr<| . 

— NH-C(=0)-NH-CH2-^^ , — NH-C(=0)-NH-<^^ . 



C(=0)->^ ^N— CH3 or _MH-C(=0)-1^^ ^OJ, 



— NH-C(=0)-I^ y , — NH-' 
(vii) -NY1y2 [e.g. -NH2] or (viii) alkyl substituted by -N(r6)C(=0)NY1 y2 [e.g. -CH2-NH-C(=0) 



CH(CH3)2 or -CHrNH-Q-Oj-t^ l'^^^ corresponding N-oxides, and thw 

prodrugs, and their add bioisosteres; and pharmaceuticaUy acceptable salts and solvates (e.g. hydrates) 
of compounds of formula (Ixa) and their N-oxides and their prodrugs, and their acid bioisosteres. 

A farther preferred group of compounds of the invention are compounds of formula (Ixa) in which:- W 
represents CH; X represents CH; Z represents CH; Y represents (i) C-Ci^alkyl [e.g. C-CH3, 

CH3 

// ' 

C-CH2CH3. C-CH2CH2CH3 or C-CH(CH3)2], (ii) C-aiyl [e.g. C ( 



CHj 




CN CH3O 




-ci, c 




or C 




iv)&N02, (y)C-halo 



[e.g. C-Br, C-a or O-F], (vi) C-haloallqrl [e.g. &CF3], (vu) C-heteroaryl [eg. O 




or 
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C ],(vm)C-OR'*[e.g. C-OCH3, C-OCHjCH., C-OCHFj, C-OCF,, 

C-o-^^ . C-O-CHH^^ or C-0-(CH,)2-I^|^0].(ix) Oa=0)R4le.g. 

C-C(=0)-^^~~^ ],(x)C-^0)NYlY2[e.g. C-C(=0)-NH-CH3 , C-C(=0)-N(CH3), , 

C_C(=0)-NH-CH2CH3, C-C(=0)-NH-CH(CH3),. C-C(=O)-NH-C(CH3),-CH20H . 
C-C(K))-NH-CHjCHjCN, C-C(=0)-NH-CHjCH20CH3 . 

CHj 

CM, 

C_c(=0)-NH-CHj-/^ .C-C(=0)-NH-CH5-^^— CHj. 
C-C(K))-NH-GHHf^ , C-C(=0)-NH-CH5-^^ , 

c-c<=o)-NH-(CH2)r-/^ , c-c('=o)-NH-(CH,)r>(|^ . 





C-C('=0)-NH-(CHa)rN;^ ^ . C-C(=0)-NH-(CHj)3-H^^^. 

c-C(=o)-NH-(Ciy2-4 ^{i' c-CKoj-NH-cayj-N; 

or C-C(=fO)-NH--^^ ]. (xi) C-C(=0)OR4 [eg. C-C(=0)OH or C-a=0)0CH3]. (xii) 
C-NHC(=0)R4 [e.g. C-NHC(=0)CH3 or C.NHC(=0)CH(CH3)2. C-NH-C(=0) < 
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C-NH-C(=0)— q=<))-CH;-^^^~^ ], (xiii) C-CH(OH)aiyl [e.g. C-CH(OHV ^' 

(xiv) C-S(0)2NY1y2 (e.g. G-SO-NH-CI^-^^ ] or (xv) C-S(0)nR4 [e.g. C-SO2CH3]; r7 

represents hydrogen; r8 represents (i) hydrogen, (u) Ci^alkyl [e.g. CH3, CH2CH3, CH(CH3)2 or 
CH(CH3)CH2CH3],(iii)-SR4[e.g. -S-CHj. -S— CHjCHj or -S— CI^— <] . 

-S-CHr-^^ , -S-CH^— OCH3, -s-chtchH^^ . 
•N S 



-S-CHH^~\ or _s-CHr^(j|].(iv)-NYlY2[e.g. -^N^^ yD]or(v)-OR5 



[e.g. -OCH2CH3]; r9 rq)resents (i) hydrogen; (ii) Ci.yalkyl [e.g. -CH3, -CH2CH2CH3, -CH(CH3)2 

or -CH2-CH2-CH(CH3)2]; (iii) aryl [e.g. phenyl]; (iv) -C(=0)NY1y2 [e.g. 
— C(=0)-NH-CH,CHj, — C(=0)-NH-CH,CH2CH3, — C(=0)-NH-CHjCH(CH3)j , 
— C(=0)-NH-CH(CH3)2 . -C(=0)-NH-C(CEI,)3 . -C(=0)-NH-C(CH3)2CH,OH , 
— C(=0)-NH-CH,CH,0CH3, — C(«=0)-N(CH3)j , — C(=0)-N(CH2CH3)2 , 



— C(=0)-NH— <] , — C(=0)-NH-CHj-<^ or —arO)-m-( O]; 



(v) -N(Rfi)C(=0)R4, particularly -NHC(=0)R'*. in which (a) r4 is alkyl optionally substituted by aryl, 
cycloalkyl, heteroaryl, heterocycloalkyl, NYIy2 or -0R5 [e.g. — NH-C(=0)-CHj , 

_NH-C(=0)--(CH2)jCH3, — NH-C(-0)-CH(CHj)2, —mi-C(rOy-C(CH^j, 

— NH-C(=0)-CH2CH(CH3)2, — NH-C(=0)-CH(CH3)CH2CH3 , 



— NH-C(=0)-CHrN. /N. -NH-C(=0)-CH2-N(CH3)2, 
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-NH-C(°0)-CHj-^{^ ^ , — NH-C(=0)-CI^-N^^"^ or 
— NH-C(=0)-CH,0CH3 ], (b) r4 is aryl [e.g. 

-NH-C(=0)— . — NH-C(K))-H^^~^ or — NH-Q'^OH^^^^CHjl. 
(c)R4iscycloalkyl[e.g. — NH-C(=0)-^C] — NH-C(=0)— ], (d) is 



-NH-C(K)) . 

5 heteroaiyl[e.g. — NH-C(=0)— <^ J| , ^ )^ . — NH-C(=0)— 




10 



— NH-C(=0)— ^^"^ ] or (e) heterocycloallyl [e.g. — NH-C(=0)— ^3 ]; 

(vi) -N(R*)C(=0)NY'Y^ particularly -NHC(=0)NY'Y- [e.g. — NH-C(=0)-NHCEl3 , 
— NH-C(=0)-NHCH2CHj, — NH-C('=0)-NHCH(CK^)2 . 

— NH-C(=0)-NHCH2CH(CH3)2 > — NH-C(=0)-NHC(CH3)3 > — NH-C(=0)-N(CH3)2 . 
-NH-C(=0)-N(CH3CH3)„ -NH-C(=0)-NH-<| . -NH-C(=0)-NH-CHr<] , 

-NH-C(K))-NH-CHr^~^ . — NH-C(=0)-NH-^^ , 

— NH-C(=Q)-I^^ ^ . —mi-C(rO)-^^^^-Cai or — NH-C(0)-J^^ 3. 

(vu) -NY1y2 [e.g. -NH2] or (viii) alkyl substituted by -N(r6)C(=0)NY1 [e.g. -CH2-NH-C(=0)- 

/ \ 

CH(CH3)2 or _CH2-NH-C(=0)-1^^ ] ; and their corresponding N-ondes, and their 

IS prodrugs, and their acid bioisosteres; and pharmaceutically acceptable salts and solvates (e.g. hydrates) 
of compounds of formula (bta) and their N-oxides and their prodrugs, and their acid bioisosteres. 
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A further preferred group of compouads of die invention are conqwunds of formula (Ixa) in which:- W 
represents CH; X represents C.CH3, CCH2CH3. C-CH(CH3)2, C-OCH3, C-OCH2CH3. C-Br or 



C-Cl; Y represents C<:H3, C-CH2CH3, C-OCH3, C-Br, C-a, C-F, C ^ or 

C— C(»0)-NH-CHr- ^~~^ ;Z represents CH;R'7 represents hydrogen; r8 represents (i) 
5 hydrogen, (ii) CMalkyl [e.g. CH3, CH2CH3, CH(CH3)2 or CH(CH3)CH2CH3]. (ill) -SR4 [e.g. 

-S-CH3, -S-CHjCHj or -S— CH£-<] , -S-CHj— . 

. . — N 

-S-CH,— ^^^^OCH,. -S-CH^-CHH^^ , -S-CHj-^^ or 

-S-CH^-^^ ], (iv) -NY1y2 [e.g. — 1/ ] or (v) -0r5 [e.g. -OCH2CH3]; r9 

represents (i) hydrogen; (ii) Ci.valkyl [e.g. -CH3, -CH2CH2CH3, -CH(CH3)2 or -CH2-CH2- 
10 CH(CH3)2]; (iii) aiyl [e.g. phenyl]; (iv) -C(=0)NY'Y' [e.g. — C(=0)-NH-CH.CH3 , 

-C('0)-NH-CHjCH2CHj. -C(-0)-NH-CH3CH(CH3)j . -C(-0)-NH-CH(CH,)j . 
-C(-0)-NH-C(CHj),, — C(=O)-NH-C(CH,)jCHj0H, -Q-O-NH-CHjCHjOGHj , 

-C(-0)-N(CH,)2, — C(==0)-N(CHjCH3)j. -C(=0)-NH— <] , 

— C(=0)-NH-CH^-<] or — C(=0)-NH--^ 3; (v) -N(R6)C(-=0)R^particdarly 

IS -NHC(=0)R4, in which (a) R* is allcyl optionally siAstituted by aiyi, cycloalkyi, heteroaiyl, 
heterocycloaIkyl,NYlY2or-OR5[e.g. — NH-C(0)-CH3 , — NH-C(-0)-(CiyjCH3 , 
— NH-C(=0)-CH(CH3)j. -NH-C(-0)-C(CH3)3. — NH-C(=0)-CH2CH(CH3)j , 
— NH-C(=0)-CH(CH3)CH,CH3 , — NH-C(=0)-CHjC(CH3)j , 

-NH-C(=0)-CH2-/ J > — NH-C(=0)-CHj-<] , _nh-C(=0)-CH|-N^^1S 
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-NH-C(=0)-CI^N(CH3)2, — NH-C(=0)-CH; 



■O- 



-NH-C(0)-Q%-n(|~^Q or — NH-C(=0)-CH20a^ ], (b) R4 is aryl [e.g. 




-NH-C(K))— (^^^ . -NH-C(=0)— ^ ^ or -NH--C(=0)— ^ ^CH,], 
(c)R4iscycloalkyl[e.g. — NH-C(=0)— <] or — NH-C(-0)— ]. (d) R'^ is 



HjC 



— 1«I-C(=0)- 



heteroatyl[e.g. — NH-C(=0)— , ^Y' . — NH-C(=0)— <^J 

or — NH-C(=0)— ] or (e) heterocycioallcyl [e.g. — MH-C(=0)— 3? 

(vi) -N(R^C(=0)NY' Y-, particularly -NHC(=0)NY V [e.g. — NH-C(=0)-NHCH3 , 
— NH-C(=0)-NHCH2CH3, _NH-C('0)-NHCH(CH3)2 . 

— NH-C(=0)-NHCH2CH(CH3)j. — NH-C(=0)-NHC(CH,)j » — NH-C(=0)-N(CHj)2 . 
-NH-C(=0)-N(CH,CH,)„ -NH-C(=0)-NH-<1 . -NH-C{0)-NH-CHj<] . 




-NH-C(=0)-NH-CHr(' 7 ' — NH-C(=0)-NH 




— NH-C(=0)-^<^~^ . — NH-C(=0)-^^^^-CH, or -NH-C(=0)-1^^ ^O], 

(vii) -NYI y2 [e.g. -NH2] w (vi") alkyl substituted by -N(R6)q=0)NYlY2 [e.g. -CH2-NH-C(=0)- 
CH(CH3)2 or — CHJ-^nH-C(=0)-^^ ^3 ] ; and their corresponding N-oxides, and their 
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prodrugs, and their acid bioisosteres; and pharmaceutically acceptable salts and solvates (e.g. hydrates) 
of compounds of formula (bca) and their N-oxides and their prodrugs, and their acid bioisosteres. 

A further preferred group of compounds of the invention are compounds of fbtraula (Ixa) in w*ich:-W 
5 represents CH; X represents CH; Y represents C-CH3; Z represents OCH3; represents hydrogen; 
r8 represents (i) hydrogen, (ii) Ci^alkyl [e.g. CH3, CH2CH3. CH(CH3)2 or CH(CH3)CH2CH3], (iu) 

' .SR4[e.g. -S-CHj, -S-CHjCHj or -s-CHj-<] , ~S-CH,— ■<^^ , 

/~\—OClL, -S-CHrCHr-f >> . -S-CH^ % or 



-S-CHj-^ y—OCK,, -S-CHrCH,—^^^ 

_S_CHj-(^ ]. (iv) -NYl y2 [e.g. —^(^^ 3 or (v) -0R5 [e.g. -OCH2CH3]; r9 

10 represents (i) hydrogen; (ii) C^yalkyl [e.g. -CH3, -CH2CH2CH3. -CH(CH3)2 or -CH2-CH2- 
CH(CH3)2]; (iii) aiyl [e.g. phenyl]; (iv) -C(=0)NY1y2 [e.g. 

— C(=0)-NH-CHjCH3, -C(=0)-NH-CHjCH2CH,. — C(=0)-NH-CH2CH(CH,), . 
-C(=0)-NH-CH(CH3)2. -C(=0)-NH-C(CH3)3, -C(=0)-NH-C(CH3)jCH20H . 
-C(=0)-NH-CH2CH20CH,, — C(=0)-N(CH3)2 . -C(=0)-N(CH,CH,)2 . 

15 — C(=0)-NH-<] , — C(=0)-NH-CHj-<] or — C(=0)-NH— ^0 3; 

(v) -N(R6)C(=0)R'*, particularly -NHC(=0)R4 in yrtuch (a) R* is alkyl optionaDy substituted by aiyl, 
cycloalkyl, heteroaryl, heterocycloalM, NY^ y2 or -0R5 [e.g. — NH-C(=0)-CH3 , 

— NH-C(=0)-(CH2),CH3 , -NH-C(=0)-CH(CH3),, —Wi-C(rO)-C(Ca;), , 

_NH-CC=0)-CHjCH(CH3)2 , — NH-C(=0)-CH(CH3)CH2CH3 . 



-NH-C(=0)-CHj-^|^ 
_NH_C(=0)-CH2->/^ A. -NH-C(=0)-CHj-N(CHp2, 



20 — NH-C(=0)-CH2C(< 
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-m-c(=o)-CHr\^ ' -NH-c(<))-CHri^^~^o or 

_NH-C(=0)-CH20CH3 ]. (b) r4 is aryl [e.g. 

H3C; 

_NH-C(=0)-^^ , -NH-C(=0)H^ or _NH-CX=0)-H^^^CH3 ]. 



(c) 



R4iscycloalkyl[e.g. -NH-C(=0)-<] or -NH-C(=0)— l,(d)R?*is 



— NH-C(=0)— /^jlj , 

heteroaryl[e.g. -NH-C(-0)— . „ ' -NH-C(=0)-\ J 

Q-' HjC \^ 

or — NH-C(=0)— ] or (e) heterocycloalkyl [e.g. — NH-C(=0)— ^ ^0 ]; 

(vi) -N(r6)C(-0)NY1y2. particularly -NHC(=0)NYiY2 [e.g. — NH-C(=0)-NHCH3 , 
— NH-C(0)-NHCHjCHj, — NH-C(=0)-NHCH(CHj)2 . 

-NH-C(=O)-NHCH,CH(CH03> -NH-Cl=0)-NHC(CH3)3 > -NH-C(-0)-N(CH3), . 
-NH-C(=0)-N(CH,CH3),. -NH-C(K»-NH-<| . -NH-C(=0)-NH-ChK! . 

— NH-C(=0)-NH-CHr^^ , — NH-C(=0)-NH-<^^ , 

-NH-C(=0)-1<^~^ . -NH-C(=0)-N:^^^-CH3 or _nH-C(=0)- ]. 

(vii) -NY1y2 [e.g. -NH2] or (viii) alkyl substituted by -N(r6)C(=0)NY1y2 [e.g. -CH2-NH-CX=0)- 
CH(CH3)2 or -CHrNH-C(=<))-l/^0 ] : and their corresponding N-oxides. andthdr 

prodrugs, and their acid bioisosteres; and phannaceuticaUy acceptable salts and soh«tes (e.g. hydrates) 
of compounds of formula (ha) and their N-oxides and their prodrup, and their , acid bioisosteres. 
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A ftirther preferred group of compounds of the invention are compounds of formula (Ixa) in which:-W 
represents CH; X represents CR2 and Y represents CB? where r2 and r3 form the group 
-CH2-O-CH2-; Z represents CH; represents hydrogen; R^ represents (i) hydrogen, (ii) Ci^alkyl 
S [e.g.CH3.CH2CH3,CH(CH3)2orCH(CH3)CH2CH3],(iii)-SR4[e.g. -S-CH3, -S-CHjCHj 

or -S-CHrO . -S-CHiH^^ . -S-CHr-^^OCH,. 
-S-CHi-CH,-^^ . -S-CHjH^^) " -S-CH,-^^].(iv)-NYiY2[e.g. 

\) ] or (v) -0R5 [e.g. -OCH2CH3]; R^ represents (i) hydrogen; (ii) Ci.7al]qrl [e.g. -CH3, 

-CH2CH2CH3, -CH(CH3)2 or -CH2-CH2-CH(CH3)2]; (iii) aiyl [e.g. phenyl]; (iv) -C(=0)NY'Y' [e.g. 
10 — C(=0)-NH-CH2CH, , — C(=0)-NH-CH2CH,CH, . — C(=0)-NH-CH,CH(CH3), , 
— C(=0)-NH-CH(CH3)2, — C(=0)-NH-C(CH,)„ — C(=0)-NH-C(CH3),CH,0H , 
— C(=0)-NH-CH2CH20CH3, — C(=0)-N(CH3)2 , — C(=0)-N(CH3CH3)j , 

— q=0)-NH— <] , — C(=0)-NH-CH,-<] or — C(=0)-NH— ^0 ]; 

(v) -N(r6)C(=0)r4, particularly -NHC(=0)R4 in which (a) R^ is alkyl optionaUy substituted by aryl, 
15 cycloalkyl, heteroaryl, heterocycloalkyl, NY1y2 or -OR^ [e.g. — NH-C(=0)-CH3 , 

— NH-C(=0)-(CH,)jCH3, — NH-C(=0)-CH(CH3)2. —im-C(rO)-C{ai^^ , 
— NH-C(=0)-CHjCH(CH3)2, — NH-C(=0)-CH(CH3)CH2CH3 , 

-NH-CX=0)-CH,C(CH3)3, -]ra-aK))-CHH^^ . -NH-C(=0)-CH5-<| , 



20 



-NH-C(=0)-CH5-l(^ /N. -NH-C(K))-CH5-N(CH3)j. 
-NH-C(=0)-CH5-lf > . -NH-CXK))-a^-N^ 



or 
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— NH-C(=0)-CHjOCH3 ], (b) r4 is aryl [e.g. 



— NH-C(=0)— <^ ^ . — NH-C(=0)— <^ ^ or — NH-C(=0)— CH3 ], 
(c)R4iscycloalkyl[e.g. — NH-C(=0)— <] or — NH-C(=0)— 1, (d) is 




10 



heteroaryl[e.g. — NH-C(=0)— , ^ ' — NH-C(=0)— 

or — NH-C(=0)— ] or (e) heterocycloallyl [e.g. •—Ttm-C(^'=0)—^~^0 }\ 

(vi) -N(r6)C(=0)NY1 y2 particularly -NHC(=0)NY1y2 [eg. — NH-C(=0)-NHCH3 , 
— NH-C(=0)-NHCH,CH3, — ]S(H-C(=0)-NHCH(CH3)2 . 

— NH-C(=0)-NHCH,CH(CH,)2. — NH-C(=0)-NHC(CH3)3 » — NH-C(=0)-N(CH3), . 
-NH-C(=0)-N(CH,CH3),. -NH-C(=0)-NH^ , -NH-C(=0)-NH-CHr<| . 

— NH-C(=0)-NH-CHj-^^ , — NH-C(=0)-NH-H^^ , 

— NH-C(=0)-l^ ^ . — NH-C(=0)-^^ y^-CH3 or -NH-C(=0)-I^~y5 ], 

(vii) -NY1y2 [e.g. -NH2] or (viii) alkyl substituted by -N(R6)C(=0)NY1 [e.g. 



-CH2-NH-C(=0)-CH(CH3)2or — CH-NH-C(=0)-1^^ ^( 



O ] ; and their corresponding 



N-oxides, and their prodrugs, and their acid bioisosteres; and pharmaceuticaLly acceptable salts and 
15 solvates (e.g. hydrates) of coii?)Ounds of fommla (Ixa) and their N-oxides and their prodrugs, and their 
acid bioisosteres. 
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A further preferred group of compounds of the mvention are confounds of formula (Ixa) in wMch:-W 
represents CH; X represents CR2 and Y represents CS? where r2 and r3 form the group 
-CH2-CH2-CH2- ; Z represents CH; R'^ represents hydrogen; r8 represents (i) hydrogen, (ii) C-i^alkyl 
[e.g.CH3.CH2CH3,CH(CH3)2orCH(CH3)CH2CH3]. (iii)-SR4[e.g. -S-OHj. -S-CHjCH, 



5 or 



-S-CHrCHH^^ '-^-"^r^^ °' -S-^Ht^ ].(iv)-NYlY2[e.g, 

\) ] or (v) -0R5 [e.g. -OCH2CH3]; R^ represents (i) hydrogen; (u) C^yalkyl [e.g. -CH3, 

-CH2CH2CH3, -CH(CH3)2 or -CH2-CH2-CH(CH3)2]; On) aryl (e.g. phenyl]; (iv) <X=0)NY'y' [e.g. 
-C(=0)-NH-CH,CH,. -C(=0)-NH-CI1,CH,CH3, -a=0)-NH-CH,CH(CH3), . 
10 -C(=0)-NH-CH(CH3)„ -C(=0)-NH-C(CH3)3. -C(=0)-NH-C(CH3)jCH20H . 
-CC=0)-NH-CH2CH,OCH3, -C(=0)-N(CHj), , -C(=0)-N(CHjCH3)j . 

-C.(=0)-NH-^ , -C(=0)-NH-CH2-<] or — C(=0)-NH-(^~^) ]; 

(v) -N(R6)C(=0)R4 particularly -NHC(=0)R'^. in which (a) r4 is alkyl optionally substituted by aryl, 
cycloalkyl, heteroaryl, heterocycloalkyl, NY^ y2 or -0R5 [e.g. — NH-C(=0)-CH3 , 
15 — NH-C(=0)-(CH2)jCH3, -NH-C<=0)-CH(CH3)j . 

_NH-C(=0)-C(CH3)3 . — NH-C(==0)-CH,CH(CH3)2 , — NH-C(=0)-CH(CH3)CH2CH3 . 

-NH-C(=0)-CH,C(CH3)3, -NH-C(K))-CHH^^ . -NH-C(=0)-CHr<] . 
-lf~X' — NH-C(=0)-C*^N(CH3)2, 



— NH-C(=0)-CHj 



V 

-NH-C(=0)-a%-l/ ^ . -NH-CX=0)-C%->( ^ ^ y or 
20 _NH-C(=0)-CH20Caf^],(b)R'^isaiyl[e.g. 
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, — NH-C(=0)— \ or — NH-C(=0)— ^ CH,]. 



— NH-C(=0)— <\ /) . — NH-C(=0)— U or — NH-C(=0)— 

(c) r4 is cycloallgrl [e.g. — NH-C(=0)-K^ or — NH-C(=0)— ]. (d) R"* is 



— NH-C(=0)— ^ ^ ^ 

heteroaryl[e.g. — NH-C(=0)— <( M , / • — NH-CC-O) 

H3C 




or — NH-C(=0)— ] or (e) heterocycloallqrl [e.g. — NH-C(=0)— ]: 

(vi) -N(R6)C(=0)NY1 y2 particularly -NHC(=0)NY1y2 [e.g. — NH-C(=0)-NHCH3 , 
— NH-C(=0)-NHCH,CHj , — NH-C(=0)-NHCH(CH3)j . 

— NH-C(=0)-NHCH,CH(CH3)j. — NH-C(=0)-NHC(CH3)3 • — NH-C(-0)-N(CHj)2 » 
-NH-C(=0)-N(CH,CH3),. -NH-C(=0)-NH^ , -NH-C(=0)-NH-CI^-<3 . 

[-C(=0)-NH-CHj-^ . — NH-C(=0)-NH-V^ / ' 



-NH- 



— NH-C(=0)-t/ ^ . — NH-C(=0)-N^|^^^^-CH3 or — NH-C(=0)-l/^0 ]. 
(vii) -NY1y2 [e.g. -NH2I or (^i") alkyl substituted by -N(R6)C(=0)NY1 [e.g. 
-CH2-NH-C(=0)-CH(CH3)2 or — CH j-NH-C(=0)-J^^^O ]; and their corresponding 

N-oxides, and liieir prodrugs, and their acid bioisosteres; and pharmaceutically acceptable salts and 
solvates (e.g. hydrates) of con^Kamds of formula (Ixa) and their N-oxides and their prodrugs, and their 
acid bioisosteres. 

Compounds of formula (ba) in which r8 is hydrogen or -CH3 and R^ is <H2-CH2-CH(CH3)2, 
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-C(=0)-NH-CH,CH3, -C(=0)-NH-CH2CHjCH3 . -C(=0)-NH-CH(CH,)2, 

-C(=0)-NH-C(CH3)3, — e(=O)-NH-C(CH3)jCHj0H, -C(=0)-NH-^ , 
-C(=0)-NH-CH2CH30CH3, — C(=0)-N(CHj)3 , -C(=0)-N(CH2CH3)2 , 



\ 




-C(=0)-NH-( P, — NH-C(=0)-CH3, — NH-C(=0)-(CH2)2CH3 . 



-NH-C(=0)-CH(CH3)2, — NH-C(=0)-C{CH3),, — NH-q=0)-CH3CH(CH3)j , 
-NH-C(=0)-CH(CH3)CH2CHj , — NH-C(=0)-CHjC(CH3)j , 

-Iffl-CeO)-CH,-^~^ . -•NH-C(=0)-CHr<] . -ira-C(K))-CHj->(^N » 
-NH-C(=0)-CHj-N(CH,),. — NH-C(=0)-CHj-N^^ ^ . 



-NH-C(=0)-CHr>/^0. -NH-C(=0)-CH,0CH3. -NH-C(=0)-<^^ 




, — NH-C(=0)— ^ ^-Ca^, — NH-C(=0)— <] . 

H3C 

-NH-C(=0)--(^ , — NH-C(=0)— ^Tj. -NH-C(=0)-^^ • 



-NH-C(=0)-<^~^. -NH-C(=0)-<^' -NH-C(=0)-NHCH3, 
-NH-C(=0)-NHCH2CH3, — NH-C(=0)-NHCH(CH3)2 . — NH-C(=0)-NHC(CH3)3 
-NH-C(=0)-N(CH3)j, — NH-C(=0)-N(CHjCH3)j. — NH-C(=0)-NH-<] . 

-NH-C(=0)-NH-CHr<] , — NH-C(=0)-NH-CHj-^~^ , 
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-NH- 



-C(=0)-NH— , — NH-C(=0)-1^ ^ . 



-NH-C(=0)->(^~yi-CH3 . -NH-C(=0)-^/^0 ,-CH2-NH-C(=OKH(CH3)2 or 



Qj—jffl— C(=Q)— are particularly preferred. 

Compounds of fommla (Ixa) in which represents hydrogen and represents -CH(CH3)2, 
— S — CH,, — S— CHjCH^ or — S— CHj— are also particularly preferred. 



Compounds of formula (Ixa) in which W is CH, X is CH, Y.is CH, C-CH2CH3, C-CH2CH2CH3, 

.CN .0^ 

// \ c-J \ .C-/ "^.C-/ V^.C^.C-Br.C-CF3, 




. — N 

C / N, C ^ % , C-OCHj. C-OCHjCHj, C-OCHF^, C-OCFj, 

C-O-CHj-^^^ , C-C(=0)-NH-CH3. C-C(=0)-NH-CH2CH3 . 
C_C(=0)-NH-CH(CH3),, C-C(=0)-NH-C(CH,)2-CK.0H. C-C(=0)-NH-CH2CH2CN , 



. C-C(=0)->M-CHr-^~~^ , 

A' 

C_C(=0)-NH-CH,-/ 7 . C-arO)-m-CH^^ , 



C-C(=0)-^fH-CH2CH20CH3 . - - . ^ , 

QH3 Ph 



CH3,C--C(K))-NH-(CHj)5-<f y> 




C-C(=0)-NH-CHj- , , _ 
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C-C(<))-NH-(CHa),--N^|^~y3 , C-C(=0)-NH~(CH^)r>^ ^ . 
C-C(K))-l«-(CH2)3-Nf^ , C-a=0)-NH-(CH,)r<^ fj. 
C-C(K))-NH-CH2-^ , C-C(=0)-NH-CH2-/ ^ , 

, C-C(=0)-NH-H^^ ,C.C(K))0CH3^C-C(=0)0H 



C-C(=0)-NH— (CH,)^-: 



5 C-CH(OH) ^ ^ , C-SO2CH3 or C-SOj-NH^CHj-^"^ and Z is CH are particularly 

preferred. 

Compounds of formula (Ixa) in which W is CH, X is C-CH3 or C-CH2CH3, Y is C-CH3, C>CH2CH3, 

C-CH(CH3)2, C^Br , C-Cl, C-F, C C-C(K))-NH-CHjH^^^ , and Z is CH 

10 are also particularly preferred. 

Compounds of formula (bca) in which W is CH, X is C-OCH3, Y is CH, C-CH3, C-CH2CH3, C-CI or 
C-OCH3 and Z is CH are also particularly prefeired 

15 Compounds of formula (bca) in which W is CH, X is C-OCH2CH3, Y is C-F and Z is CH are also 
particularly preferred. 

CoiE5)ounds of formula (Ixa) in which W represents CH, X represents CR^ and Y represents CR^ 
where r2 and R^ atoms form the group -CH2-CH2-CH2-, and Z represents CH are also particularly 
20 preferred. 



Confounds of fornmla (Ixa) in which W represents CH, X represents CR^ and Y represents CR^ 
where R^ and R^ form the group -CH2-O-CH2-, and Z represents CH are also particularly preferred. 
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Con^)Ounds of formula (Ixa) in which is hydrogen or -CH3 and r9 is — C<=0)-NH— CHjCHj , 
-C(=0)-NH-CH,CH,CH3 , -C(=0)-NH-CH(CH3)j . -C(=0)-NH-CH,CH(CH^, . 
-C(=0)-NH-CXCH3)3. -C(=0)-NH-C(CH3),CH,0H. -C(=0)-N(CK,CH3)j . 

— C(=0)-NH-^ , — C(=0)-NH-CHj-<3 . — C(=0)-NH-<^ ^> . 

— C(=0)-NH-CH,CH20CH3, — MH-C(=0)— ^^^O , — NH-C(=0)— (CHj)2CHj , 

-NH-C(=0)-CH(CHj),, — NH-C(=0)-C(CH3)3, — NH-CX=0)-CHjCH(CH3)j . 

— NH-CX=0)-CH(CH3)CH2CH3, — NH-C(=0)-CH2C(CH3)3 . — NH-C(=0)-CHr-<] , 

-NH-C(=0)-CHrN{^J^. -NH-C(=0)-CH3-t(^0. -NH-C(=0)-CH,0CH3 . 

^)-^^ , -NH-C(=0)-<] , -NH-C(=0)-<(^ . 
— NH-C(=0)— <f^, — NH-C(=0)-^~~^N, — NH-C(=0)— ' 



10 — NH 



— NH-C(=0)— ^. — NH-C(=0)-NHCHj. — NH-C(=0)-NHCHjCH3 , 
H3C 

-NH-C(=0)-NHCH(CH3),. -NH-C(=0)-NHC(CH3)3 . -NH-C(=0)-N(CH3)„ 
-NH-C(=0)-N(CH,CH3),. -NH-C(=0)-NH-<1 . -NH-C(=0)-NH-CH5<] , 

15 — NH-C(-0)-NH-CHr^~~^ , — NH-C(=0)-NHH^^ . 

— NH-C(=0)-N^ ^ — NH-C(=0)-h(^~y^-CH3 or — NH-C(=0)-1^^0 are 
especially preferred. 
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compounds of formula (Ixa) in which W is CH, X is CH, Y is GOCH3, OOCHaCSIa. C-OCHF2, 
C-CF3, c-C(=0)-NH-CHj-^~^ or C-C(=0)-NH-CHr^^ andZisCHaie 

especially prefanced. 
5 ■ 

Compounds of formula (Ixa) in which W is CH, X is C-CH3 or C-CH2CH3. Y is C-CH3 or 
C-CH2CH3, C-Cl or C-F and Z is CH are also especially preferred. 

Compounds of formula (Ixa) in which W is CH. X is C-OCH3. Y is C-CH3, C-OiaCHs, C-Cl, C-F or 
10 C-OCH3 and Z is CH are also especially preferred 

Compounds of formula (Ixa) in which W is CH, X is C-OCH2CH3, Y is C-Cl or C-F and Z is CH are 
also especially preferred. 

15 Compounds of formula (Ixa) in which W represents CH, X represents CR2 and Y represents CB? 

where r2 and r3 form the group -CH2-CH2-CH2-, and Z represents CH are also especiaUy preferred. 

Compounds of formula (Ixa) in which W represents CH, X represents Gr2 and Y represents CR^ 
where r2 and r3 form the group -CH2-O-CH2-, and Z represents CH are also especially preferred. 

20 

Another particular group of con^nds of the invention are compounds of formula Qx) wherein r1 is a 




heteroaryl moiety 1 in which R^ and R^ together with the carbon atoms to which they 

are attached form an optionally substituted phenyl ring, i.e. compounds of formrala (bib):- 
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(Ixb) 

in which W, X, Y, Z and R'^ are as hereinbefore defined for compounds of formula (Ix); R^^ is 
carboxy, cyano, halo, haloalkyl, hydroxy, nitxo, R^ -C(=0)R'^, .C(=0)NY1 Y^, .C(=0)0R4, 
.N(R6)C(=0)R4 .N(r6)C{K))NY1y2,-N(r6)C(=0)0^^ .N(r6)S02R4 .N(R6)S02NY1y2 
.NY1y2 -Or4 .OCF2H; -OCF3, .0C(K))R4, .0C(=O)NY1y2 .S(0)nR4 or -S(0)2NY1y2; and p 
is zero, or an integer 1; and their corresponding N-oxides, and their prodrugs, and their acid 
bioisosteres; and pharmaceutically acceptable salts and solvates (e.g. hydrates) of compounds of 
formula (bcb) and their N-oxides and their prodrugs, and their acid bioisosteres. 

Con]|)ounds of formula (bcb) in which W represents CH, X represents CH, Y represents CH and Z 
represents CH or C-CH3 are preferred. 

Compounds of formula (Ixb) in which W represents CH, X represents CH, Z represents CH and Y 
represents: 

(i) C-Ci^alkyl [e.g. C-CH3, C-CH2CH3> C-CH2CH2CH3 or C-CH(CH3)2l; 




(iii) C-CN; 

(iv) C.NO2; 

(v) C-halo [e.g. CBr, C-Q or C-F]; 

(vi) C-haloalkyl [e.g. C-CF3]; 



(vii) C-heteroaryl [e.g. C- 
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(viu) C-0R4[e.g. C--OCH3, C-OCHjCHj, C-OCHFj, C-OCFj, C— O— ^ 
C-0-CHj-(^^ or C-0-(CHj)j-I^^^O]; 



(ix) C-C(=0)R4 [e.g. O 

(x) C-C=0)NY1y2 te.g. C-C(=0)-NH-CH3 , C-C(=0)-N(CH3)j . 
C-C(=0)-NH-CH,CHj , 

C-C(=0)-NH-CH(CH3)j , C-C(=0)-NH-C(CH3)j-CHjOH . 
C-C(=0)-NH-CHjCH2CN, C-C(=0)-NH-CHjCH20CH3 , 

C-C(-0)-NH-a^-^^ . c-c(=o)-NH-av-^ ^ . 



C-C(=0)-NH-CHj-^^ . C-C(=0)-NH-CH,-^~^— CH3, 
C-C(=0)-NH-CI%-^^ , C-C(K))-NH-CH,-^J^ , 



C-C(=0)-NH-(CH3)H^ y , C-C(=0)-NH-(CH,)rI^ ■ 

c-c:K=<))-NH-(CH,)r>(^~^ . c-c(=o)-i«-(ayr<^^|[. 



C-C(=0)-MH-(CH2)3-N^ . C-C(=0)-NH-(CHj)3->f J or 




C-C(=0)-NH-ix /> ]; 
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(xi) C-C(=0)OR4[e.g.C-C(=0)OHorC-C(=0)OCH3]; 

(xii) C-NHC(=0)r4 [e.g. C-NHC(=0)CH3, C-NHC(=0)CH(CH3)2. 

C-NH-C(=0)- — / \ or C-NH-C(=0)-CHj-^^~^ ]; 



(xiu) C-CH(OH)aryl [e.g. C-CH(OH) a 




5 (xiv) C-S(0)2>tY^Y2 [e.g. C-SQ-NH-CH^ 3; or 

. (XV) C-S(0)nR4 [e.g. C-SO2CH3]; 
are also prefeiied. 

Compoimds of fonnula (Ixb) in which W represents CH, X lepresents C-CH3, C-CH2CH3, 
10 &CH(CH3)2. C-OCH3. C-OCH2CH3, C-Br or C-Cl, Y represents C-CH3. C-CH2CH3. C-OCH3, 

or NH-'CH?- ^ ^ . and Z represents CH are also 




Compounds of formula (Ixb) in which W represents CH, X represents CH, Y represents C-CH3 and Z 
15 represents C-CH3 are also preferred. 

Compounds of fonnula (Ixb) in which W represents CH, X represents CR2 and Y represents CR^ 
where and r3 form the group -CH2-O-CH2-, and Z represents CH are also preferred. 

20 Confounds of formula (Ixb) in which W represents CH, X represents CR2 and Y represents CR^ 
where r2 and R^ form the group -CH2-CH2-CH2-, and Z represents CH are also preferred. 

Compounds of formula (Ixb) in which R'' represents hydrogen are preferred. 



25 Compounds of formula (bcb) in which p is zero or one are preferred. 
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Compounds of formula (Ixb) in v*ich R^^ represents: 

(i) cyano 

(ii) halo [e.g. chloro, fluoro]; 

(iii) C [^alkyl [e.g. methyl, 

5 (iv) -OR4[e.g.-OCH3,-OCH2CH3];or 

(v) -C(=0)NY1y2 [eg. -C(=K))-NH2 , -C(=0)-NHCH(CH3)2, -C(=0)-N(CH3)2 
are piefeired. 

A preferred group of compounds of die invention are compounds of formula (Ixb) in which:- W 
10 represents CH; X represents CH; Y represents CH; Z represents CH or C-CH3; represents 

hydrogen; R^O represents (i) cyano, (ii) halo [e.g. chloro, fluoro], (iii) Ci^alkyl [e.g. methyl], (iv) 
-0R4 [e.g. -OCH3 or -OCH2CH3] or (v) -C(=0)NY1y2 [e.g. -C(=0)-NH2 , <:(=0)-NHCH(CH3)2 
^=0)-N(CH3)2]; and their corresponding N-oxides, and their prodrugs, and their acid bioisosteres; 
and pharmaceutically acceptable salts and solvates (e.g. hydrates) of compounds of formula (Ixb) and 
15 their N-oxides and their prodrugs, and their acid bioisosteres. 

A further preferred group of compounds of the invention are compounds of formula ^xb) in vi*ich:- W 
represents CH; X represents CH; Z represents CH; Y represents (i) C-Ci-4ancyl [e.g. C-CH3, 

CH3 



or 



C-CH2CH3' C-CH2CH2CH3 or C-CH(CH3)2], (iO C-aiyl [e.g. C— <^ , C ^ 



20 



CH3 CH30^^ 




O 



C 



/^>— CI , C f 7 or C f V'^ J' 

[e.g. C-Br, C-Cl or C-F], (vi) C-haloalkyl [e.g C-CF3], (vii) C-heteroaryl [e.g. C ^ or 

Q ^ \ I (viu) C-0R4 [e.g. C-OCHj , C-OCHjCHj . C-OCHFj , C-OCF3 , 
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C-C(=0)-^ ^ I (x) C-C=0)NY^y2 [e.g. C-C(=0)-NH-CH3 , C-C(=0)-N(CH3)j , 

C_c(=0)-NH-CHjCH3 . C-C(=0)-MH-CH(CH3)j . C-C(=0)-NH-C(CH3)j-CHjOH , 
C-C(=0)-NH-CH2CH2CN. C-C(=0)-NH-CHjCHjOCH3 , 

CHj 



:-C(-0)-NH-CH5-^^ . C-C(rO)-m-CHr\ 

CHj 



C-C(=0)-NH-CHi-<^^ . C-C(=0)-NH-CH,-^^^— CH3, 
/ % C-C(=0)-NH-CHj-/ , 



C— C(=0)-NH-C%-_ 

C-C(=0)-NH-(CH2)2-/~^ . C-C(=0)-NH-(CH,)3-t/ . 



^ ^ , C-C(=0)-NH— (CH,)3-n'^,. 




C-C(=0)-NH-(CH,)rI^ ^ , C-C(=0)-NH-(CH2), 

C-C(=0)-NH-(CH2)r^ ^jj, c-C(=0)-NH-(CH2),-N, 
or C-C(=0)-NH-^^~^ ]. (xi) -C(=0)OR* [e.g. C^C(=0)OH or C-C(=0)0CH3], (xii) 





C-NHC(=0)r4 [e.g. C-NHC(=0)CH3 or C-NHC(=0)CH(CH3)2, C-NH-C(=0)— (^^ ^ 

-C(=Q)-aq-^^~~^ ]. (xiii) C-CH(OH)aryl [e.g. C-CH(OH) ^'^'^^^ 



C-NH- 
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C-S(0)2NY1y2 [e.g. C-SO^-NH^CHj-^^^ ] or (xv) C^S(())^R^ [e.g. C.SO2CH33; r7 

represents hydrogen; p is zero or one; R^^ represents (i) cyano, (ii) halo [e.g. chloro, fluoro], (iii) 
Ci^alkyl [e.g. methyl], (iv) -OR^ [e.g. -OCH3 or -OCH2CH3] or (v) -C(=0)NYiY2 [e.g. 
-C(=0)-NH2 ' -C(=0)-NHCH(CH3)2 or -C(=0)-N(CH3)2]; and their corresponding N-oxides, and 
5 their prodrugs, and their acid bioisosteres; and pharmaceutically acceptable salts and solvates (e.g. 
hydrates) of compounds of formula (Ixb) and their N-oxides and their prodrugs, and their acid 
bioisosteres. 

A further preferred group of compounds of the invention are compounds of formula (Ixb) in which:- W 
10 represents CH; X represents C-CH3, C-CH2CH3, C-CH(CH3)23 C-OCH3, C-OCH2CH3, C-Br or 

C-CI; Y represents C-CH3, C-CH2CH3, C-OCH3, C-Br, C-Cl, C-F, C 

C-.C(=0)-NH-CHf-^~^ ; Z represents CH; R'^ represents hydrogen; p is zero or one; rI^ 

represents (i) cyano, (ii) halo [e.g. chloro, fluoro], (iii) Ci^alkyl [e.g. methyl], (iv) -OR^ [e.g. -OCH3 
or -OCH2CH3] or (V) -C(-0)NY1y2 [e.g. -C(-0)-NH2 . .C(»0)-NHCH(CH3)2 or -C(=0)-N(CH3)2]; 
15 and their corresponding N-oxides, and their prodrugs, and their acid bioisosteres; and pharmaceutically 
acceptable salts and solvates (e.g. hydrates) of compounds of formula (Ixb) and their N-oxides and 
their prodrugs, and their acid bioisosteres. 

A further preferred group of compounds of the invention are compounds of formula (Ixb) in which:- W 
20 represents CH; X represents CH; Y represents C-CH3; Z represents C-CH3; R^ represents hydrogen; p 
is zero or one; rIO represents (i) cyano, (ii) halo [e.g. chloro, fluoro], (ui) CMalkyl [e.g. methyl], (iv) 
-0R4 [e,g. -OCH3 or.OCH2CH3] or (v) -C(«0)NY1y2 [e.g. -C(=0).NH2 . -C(=0>NHCH(CH3)2 or 
-C(==0)-N(CH3)2]; and their corresponding N-oxides, and their prodrags, and their acid bioisosteres; 
and pharmaceutically acceptable salts and solvates (e.g. hydrates) of compounds of formula (Ixb) and 
25 their N-oxides and their prodrags, and their acid bioisosteres. 

A further preferred group of compounds of the invention are compounds of formula (Ixb) in which:- W 
represents CH; X represents CR2 and Y represents CR^ where r2 and r3 form the group 
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-CH2-0-CH2-; Z represents CH; R'^ represents hydrogen; p is zero or one; rIO represents (i) cyano, 
(ii) halo [e,g. chloro, fluoro], (iii) CMalkyl [e.g. methyl], (iv) -OR^ [e^g. -OCH3 or -OCH2CH3] or 
(V) <:(=0)NY1 y2 [eig. .C(-0).NH2 , -C(=0>NHCH(CH3)2 or -C(=0)-N(CH3)2]; and their 
corresponding N-oxides, and their prodrugs, and their acid bioisosteres; and pharmaceutically 
5 acceptable salts and solvates (e.g. hydrates) of conipounds of formula (Ixb) and their N-oxides and 
their prodrugs, and their acid bioisosteres. 

A further preferred group of compounds of the invention are compounds of formula (Ixb) in which:- W 
represents CH;X represents Cr2 and Y represents CR^ where R^ and r3 form the group 

10 -CH2-CH2-CH2" ; Z represents CH; R^ represents hydrogen; p is zero or one; R^^ represents (i) 
cyano, (ii) halo [e.g. chloro, fluoro], (iii) CMalkyl [e.g. methyl], (iv) -OR^ [e.g. -OCH3 or 
^CH2CH3] or (v) -C(=0)NY1y2 [e.g. .C(=0)-NH2 , -C(=0)-NHCH(CH3)2 or -C(=0)-N(CH3)2]; 
and their corresponding N-oxides, and their prodrugs, and their acid bioisosteres; and pharmaceutically 
acceptable salts and solvates (e.g. hydrates) of compounds of formula (Ixb) and their N-oxides and 

15 their prodrugs, and their acid bioisosteres. 

Compounds of formula (Ixb) in which bJ represents hydrogen and p is zero are particularly preferred. 

Compounds of formula (Ixb) in which R'^ represents hydrogen; p is one and R^^ represents cyano, 
20 chloro, fluoro, methyl, -OCH3, -OCH2CH3, -C(=0)^NH2, -C(=0)-NHCH(CH3)2 or 
-C(=0)-N(CH3)2 are also particularly prefeired. 



Conq)ounds of formula (bcb) in which W is CH, X is CH, Y is CH, C-CH2CH3, C.CH2CH2CH3, 

CN F 



25 C 




CCF3, 



, C-OCE^, C-OCHjCH,, C-OCHFj, C-OCF3, 



-0-C%-^ y , C-C(=0)-NH-CH[3, C-C(0)-NH-CH2CH3, 



C-c(-0)-NH-CH(CH3)2, C-C(=0)-NH-C(CH3VC3l20H. C-C<=0)-NH-CH2CHjCN . 
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C~C(=0)-NH-CH2CHjOCH3 , C-C(=0)-NH-CHj-^ 






^ \ , C-C(=0)-NH-CH2- 
C-C(=0)-NH-CH2-(f~^^CH3. C-C(=0)-NH-(CH2)j-^^ , 

c-c(=<>)-wi-icH^r^(^^^' c-c('0)-nh-(ch,Vn^ ^ , 

5 c-C(K))-MI-(CH,Vl<^ . C-C(=0)-NH-(CH^^^ jl, 
C-C(=0)-NH-CH,-^~^ , C-C(=0)-NH-CH2-(^^ , 




C-C(=0)-NH-(CH,)3-/ ^ , C-C(=0)-NH-H^^^ . C-C(=0)0CH3 , C-C(=0)OH 
C-CH(OH) (\ /> , C-SO2CH3 or C-SOf-NH-aij-e' ^ and Z is CH are particularly 



^^^^^^ ' *^su2^n.3 or v-^-avj^ '-'^^'2\ ^ 
preferred. 

10 

Compounds of formula (Ixb) in which W is CH, X is C-CH3 or C-CH2CH3, Y is C^H^' C-CH2CH3. 

, C-C(=0)-NH-CHj-/~~^ ,andZisCHare 

also particularly preferred. 



C<H(CH3)2, 0-Br , C-Cl, C-F. O 



IS Compounds of formula (Ixb) in which W is CH, X is C-OCH3, Y is CH, C-CH3, C-CH2CH3, C-Cl or 
C-OCH3 and Z is CH are also particularly prefened. 
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Compounds of fommla (bcb) in which W is CH, X is C-OCH2CH3, Y is C-F and Z is CH are also 
particularly preferred. 

Compounds of formula (Ixb) in which W represents CH, X represents CR^ and Y represents CR} 
5 where and form the group <:H2-CH2-CH2-, and Z represents CH are also particularly 
preferred. 

Compounds of formula (bcb) in which W represents CH, X represents CR2 and Y represents CR^ 
where r2 and R^ form the group -CH2-O-CH2-, and Z represents CH are also particularly preferred. 

10 

Compounds of formula (Ixb) in which R'^ represents hydrogen and p is zero are especially preferred. 

Compounds of formula (Ixb) in which R^ represents hydrogen; p is one and R^^ represents -OCH3, 
-OCH2CH3 or .C(=0)-NHCH(CH3)2 attached to position 5 of the indazolyl ring are also especially 
15 preferred. 

Compounds of formula (Ixb) in which W is CH, X is C-CH3 or C-CH2CH3, Y is C^H3 or 
C-CH2CH3 and Z is CH are also especially preferred. 

20 Another particular group of compounds of the invention are compounds of formula (Ix) wherein R^ is a 




pyrazolyl moiety <^ 1 in wMch R^ and R^ together with the carbon atoms to which they 

are attached form an optionally substituted Cs.gcycloalkyl ring, i.e. compounds of formula (Ixc)> 




25 Ox^) 
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in which W, X, Y, Z, X and p are as hereinbefore defined for compounds of formula (Ix), 




Cs-gcycloalkyl ring and is acyl, acylamino, alkoxy, alkojQrcarbonyl, alkylenedioxy, allq^lsulfinyl, 
alkylsulfonyl, alkylthio, aroyi, aroylamino, aiyl, arylall^loxy, aiylalkyloxycarbonyl, arylalkylthio, 
aryloxy, aryloxycarbonyl, arylsulfmyl, aiylsulfonyl, arylthio, carboxy (or an acid bioisostere), cyano, 
cycloalkyl, halo, heteroaroyl, heteroaryl, heteroarylallQrloxy, heteroaroylamino, heteroaiyloxy, 
heterocycloalkyl, hydroxy, nitro, trifluoromethyl, -C(=0)NY1 -NYi-C(=0)alkyl, -NYlS02alkyl, - 
NYI Y^, -SO2NYI y2 or alkyl, alkenyl or alkynyl each optionally substituted with aryl, cycloalkyl, 

heteroaryl, hydroxy, .C(=0)0R6, _C(K))NY1 Y^, -NY^ y2 or -OR^; and dieir corresponding 
N-oxides, and their prodrugs, and their acid bioisosteres; and pharmaceutically acceptable salts and 
solvates (e.g. hydrates) of compounds of fonnula (Ixc) and their N-oxides and their prodrugs, and their 
acid bioisosteres. 

Confounds of formula (Ixc) in which W represents CH, X represents CH, Y represents CH and Z 
represents CH or C-CH3 are preferred. 

Con^)ounds of formula (Ixc) in which W represents CH, X represents CH, Z represents CH and Y 
represents: 

(i) C-Ci^alkyl [e.g. C-CH3, C-CH2CH3* C.CH2CH2CH3 or C-CH(CH3)2]; 




(iii) C-CN; 

(iv) C-NO2; 

(v) C-halo [e.g. C-Br, C-Cl or C-F]; 

(vi) C-haloalkyUe.g. C-CF3]; 
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N 



(vii) C-heteroaryl [e.g. C (( \ or C ^ ^ ]; 



(viii) C-OR4[e.g. C-OCHj, C-OCH^CHj. C-OCHFj, C-OCF3. C-O--^^^^ 



C-0-CHj-^~^ or C-0-(CH,)j-l^^~^0]; 

(ix) C-C(=0)R4[e.g. C-C(=0)-^^~^ ]; 

(x) C-C=0)NY1y2 [e.g. C-C(=0)-NH-CH, . 0,-0^0)-^^ • 
C— C(=0)-NH-CH,CH3 , 

C-C{=0)-NH-CH(CH3)2 , C-C(=0)-NH-C(CH3)2-CH20H . 
C-C(=0)-NH-CHjCH2CN. C-C(=0)-NH-CH2C31jOCH3 . 

C._C(=0)-NH-CHr/^ . C-C(=0)-NH-CHi-^^J^ . 



CHj 



C— C(=0)-NH-CH2 



.c-c(=o)-nh-chH^)— CH3. 
:-C(=0)-NH-CHr^^^ . c-c(=o)-nh-chH^^ , 



c-c(=o)-NH-(CH,)£-^~^ . c-c(=o)->w-{ciyr>^^^o, 

C-C(=0)-NH-(CH,)r>(^^ . C-C(=0)-NH-(CH,)5^^^|, 



10 
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C-C(=0)-NH-(CHj)3-l( I , C-C(=0)-NH-(CHjVN, 



Is 



•N 



C-C(=0)-NH-^^^ ]; 

(xi) C-C(=0)0R4 [e.g. C-C(=0)OH or C-C(=0)0CH3]; 

(xii) C-NHC(=0)r4 [e.g. C-NHC(=0)CH3, C-NHC(=0)CH(CH3)2, 



or 



C-NH-C(=0) ^ ^ orC-NH-C(=0) 



-C(=0)-CHi-^^ l;or 




(xiii) C-CH(OH)aiyl [e.g. C-CH(OH) ^ ^ ]; 

(xiv) C-S(0)2NYlY2(e.g. C-SO5-NH-CH3— ]; 

(XV) C-S(0)iiR4[e.g.C-S02CH3]: 
are also preferred. 

Compounds of fornMla (Ixc) in which W represeiits CH, X represents C-<:H3, C-CH2CH3, 
C-<3H[(CH3)2, C-OCH3, C-OCH2CH3. C^Br or cel. Y represents C<:H3, C-CH2CH3, 

C-Br. C-Cl. C-F, C (^"^ or C-CX=0)-NH-CHr^^^ and Z represents CH are also 

preferred. 

15 

Conqjounds of formula (bcc) in which W represents CH, X represents CH, Y represents C-CH3 and Z 
represents C-CH3 are also preferred. 



20 



Compounds of formula (Dec) in which W represents CH, X represents CR2 and Y represents CS? 
where 9? and form the group -CH2-O-CH2-, and Z represents CH are also preferred. 
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Compounds of formula (Ixc) in which W represents CH, X represents CR^ and Y represents CR3 
where and R^ form the group -CH2-CH2-CH2-, and Z represents CH are also preferred 

Compounds of formula (Ixc) in which R'^ represents hydrogen are preferred. 

5 



Compounds of formula (Ixc) in which {^^^^ represents a cyclopentyl, cyclohexyl and cycloheptyl, 

especially cyclohexyl, ring are preferred. 

Compounds of formula (Ixc) in which q is zero are preferred. 

10 

A preferred group of compounds of the invention are compounds of formula (Ixc) in which:- W 
represents CH; X represents CH; Y represents CH; Z represents CH or C-CH3; R^ represents 

hydrogen; (^^^ represents a cyclopentyl, cyclohexyl or cycloheptyl ring; q is zero; and their 

corresponding N-oxides, and their prodrugs, and their acid bioisosteres; and pharmaceutically 
15 acceptable salts and solvates (e.g. hydrates) of compounds of formula (Ixc) and their N-oxides and their 
prodrugs, and their acid bioisosteres. 

A further preferred group of compounds of the invention are con^>ounds of formula (Ixc) in which:- W 
represents CH; X represents CH; Z represents CH; Y represents (i) C-Ci^all^l [e.g. C-CH3, 

CH3 



20 C-CH2CH3. C-CH2CH2CH3 or C^H(ai3)2], (ii) C-aryl [e.g. C ^ \ , C ^ ^ 



CH3 CN CH3O. 



CH3 /CN CHjO^ 

C_/^"\-Cl. C or C (^^^ 3. (iii) C-CN, (iv) C-NO2. (v) C-halo 
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[e.g. C-Br, C-Cl or C-F], (vi) C-haloaUqrl [e.g. C-CF3], (vii) C-heteroaryl [e.g. C ^ ^ or 

/7— N 




], (viii) C-0R4 [e.g. C-6CHj , C-OCH,CH3 . C-OCHF^ , C-OCF3 , 
C_o-^^ , C-0-CH,-<^~^ or C-0-(CH,)rN;^ ^3 ]. (ix) C-C(=0)r4 [e.g. 

C-C(=0)-^^ ^ ], (X) C-0=0)Ny1y2 [e.g. C-C(=0)-NH-CH3 . C-C(=0)-N(CH3)2 , 

C-cC^O-NH-CHjCHj. C-C(=0)-NH-CH(CH3)2, C-fX-O-NH-CXC^y^-CHjOH . 
C_C(=0)-NH-CH2CH2CN, C-C(=0)-NH-CH2CHjOCH3 , 

C-C(K))-NH-CH,Hf 7 . C-C(K>)-NH-CHj-/^'^ , 




C-C(=0)-NH-CHj-^ J . C-C(=0)-NH-CH,-^^^)— CH3, 
C-C(=0)-NH-CH5-^^ , C-C(=0)-NH-CHj-^^ , 



c-c(K))-hiH-(CHy5-/ . c-c(=o)-NH-(ayri< P. 




C-C(=0)-NH-(CH^2-l{^~^ , C-C(=0)-NH-(CH2)3-I>(|^, 
C-C(=0)-NH-(CH2)5-4 L C-C(=0)-NH-(CH2)3 




or 



C-C(°0)-NH— ^ ^ ], (xi) -C(=0)0R4 [e.g. C-C(=0)OH or C-C(=0)0CH3], 



(xii) 
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C-NHC(=0)r4 [e.g. C-NHC(=0)CH3 or C.NHC(=0)CH(CH3)2, ONH^(=0) 

C-NH-'C(=0)-CH2H^^ ], (xiii) C-CH(OH)aryl[e.g. C-CH(OH) I'C^^) 

C-S(0)2NY1y2 [e.g. C-S02-NH-CH3Hf )> ] or (xv) C-SCOnR^^ [e.g. C-SO2CH3]; r7 




represents hydrogen; ( ^ ) represents a cyclopentyl, cyclohexyl or cycloheptyl ring; q is zero; arid 



S their conesponding N-oxides, and their prodrugs, and their acid bioisosteres; and pharmaceutically 
acceptable salts and solvates (e.g. hydrates) of compounds of fomula (Ixc) and their N-oxides and 
their prodrugs, and their acid bioisosteres. 

A further preferred group of compounds of the invention are compounds of formula (Ixc) in which:- W 
10 represents CH; X represents C-CI-I3, C-CH2CH3, C-CH(CH3)2, C-OCH3, C-OCH2CH3. C-Br or 



C-Cl; Y represents C-Cll^, C-CH2CH3, C-OCH3, C-Br, C-Cl, C-F, C ^ or 

C— QK))— NH— CHr ^ ^ ; Z represents CH; R'^ represents hydrogen; ^^^^^^ represents a 

cyclopentyl, cyclohexyl or cycloheptyl ring; q is zero; and their corresponding N-oxides, and their 
prodrugs, and their acid bioisosteres; and pharmaceutically acceptable salts and solvates {e.g. hydrates) 
15 of compounds of formula (Ixc) and their N-oxides and their prodrugs, and their acid bioisosteres. 

A further preferred group of compounds of the invention are compounds of formula (Ixc) in which:-W 
represents CH; X represents CH; Y represents C-CH3; Z represents C-CH3; R'^ represents hydrogen; 

A ) represents a cyclopentyl, cyclohexyl or cycloheptyl ring; q is zero; and their corresponding 



0 



20 N-oxides, and their prodrugs, and their acid bioisosteres; and pharmaceutically acceptable salts and 
solvates (e.g. hydrates) of conq)Oimds of formula (Ixc) and their N-oxides and their prodrugs, and their 
acid bioisosteres. 
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A further preferred group of compounds of the invention are compounds of formula (kb) in vMA:- W 
represents CH; X represents CR2 and Y represents CR3 where r2 and r3 form the group 

-CH2-O-CH2-; Z represents CH; represents hydrogen; (^^^^ represents a cyclopentyl, 

cyclohexyl or cycloheptyl ring; q is zero; and their corresponding N-oxides, and their prodrugs, and 
their acid bioisosteres; and phannaceuticaUy acceptable salts and solvates (e.g. hydrates) of compounds 
of formula (Ixc) and their N-oxides and flieir prodrugs, and their add bioisostraes. 

A further preferred gcovp of compounds of the invention are conqrounds of formula (Ixb) in which:- W 
represents CH; X represents CR2 and Y represents CR3 where r2 and r3 form the group 

^H2-CH2-CH2-; Z represents CH; R"? represents hydrogen; (^^^^ represents a cyclopentyl. 

cyclohexyl or cycloheptyl ring; q is zero; and their corresponding N-oxides. and their prodrugs, and 
their acid bioisosteres; and pharmaceutically acceptable salts and solvates (e.g. hydrates) of compounds 
of formula (Ixc) and their N-oxides and flieir prodrugs, and their acid bioisosteres. 

Compounds of formula (Ixc) in which r7 represents hydrogen and p is zero are particularly preferred. 

Compounds of formula (Lcc) i» which W is CH, X is C-CH3, Y is C-CH3 and Z is CH are also 
particularly preferred. 

Compounds of formula (Ixc) in which (^^^ ^ * cyclopentyl ring are particularly preferred. 
Another particular group of compounds of the invention are conqjounds of formula (Ix) wherein r1 is a 




pyrazolyl moiety <^ I in which r8 and r9 together with the carbon atoms to which they. 

V 

are attached form an optionaUy substituted heterocycloalkyl ring. i.e. compounds of formula (Ixd):- 
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Y 
I 



in' 



I which W, X, Y. Z and X are as hereinbefore defined for compounds of formula (Ix), is O, S, 
5 S02.orNY5(whereY5ishydrogen,R4 -C(=0)R4 -C(=0)NY1y2 -C(=0)OR4or -S02R4).ris 

zero or an integer one or two and r13 is alkyl or two r13 groups attached to the same carbon atom 
fonn an oxo group; and their corresponding N-oxides, and their prodrugs, and their acid bioisosteres; 
and pharmaceutically acceptable salts and solvates (e.g. hydrates) of compounds of formula (Ixd) and 
their N-oxides and their prodrugs, and their acid bioisosteres. 

10 

Compounds of formula (Ixd) in which W represents CH. X represente CH. Y represents CH and Z 
represents CH or C-CH3 are preferred. 

Compounds of formula (Ixd) in which W represents CH, X represents CH, Z represents CH and Y 
15 represents: 

(i) C-Ci^alkyl [e.g. C-CH3. C-CH2CH3. C-CH2CH2CH3 or C-CH(CH3)2]; 

CN CUPy 



(li) C-aryl [e.g. C- 



20 



(iii) C-CN; 

(iv) C-NO2; 

(v) C-halo [e.g. C-Br, C-Cl or C-F]; 

(vi) C-haloalkyl [e.g. C-CF3]; 
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(vii) C-heteroaryl [eg. C K^)^ ^ \ ^ ^' 




(viii) C-OR4 [e.g. C-OCH3, C-OCH2CH,. C-OCHFj, C-OCF3, C— Q— 
C-O-CI^-H^^ or C-0-(CH2)rI>^^0]; 

(ix) C-C(=0)R4[e.g. C-C(=0)-^^~^ ]; 

(x) CM>0)NYlY2[e.g. C-C(K))->IH-CH3, C-C(<))-N(CHj)|j. 
C— C(=0)-NH-CHjCH3 , C-C(=0)-NH-CH(CH3), . 
C-C(=0)-NH-C(CHj)(i-CHjOH . C-C(=0)-NH-CHjCHjCN . 



C-C(=0)-NH-CH2CHjOCH3,C-C(==0)-NH-CHi--^ 





CH3 



, C-C(=0)-NH-CH^-^ 7 , 



C— C(=0).-NH-CH2- ^ ^ - \ / 



-C(=0)-NH-CHr^^^CH3. C-C(=0)-NH-ai3- 



:-C(=0)-NH-CHjH:^^ , C-C(=0)-NH-(CHj)H^^ , 




C-C(°0)-NH-(CH^)j-N^ \ , C-C(-0)-NH-(CH2)5-N^ 




C-C(=0)-NH-(CH2)r<^ J^, 
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C-C(=0)-NH-(CHj)j-N;^^1^ . C-C(=0)-NH-(CHjV 




;-C(=0)-NH-^^ ]; 



(xi) C-C(=0)0R4 [e.g. C-C(=O)0H or C-C(=0)0CH3]; 

(xii) C-NHC(=0)R4 [e.g. C-NHC(=0)CH3, C-NHC(=0)CH(CH3)2, 



C-NH-C('<») « C-NH-C(=0)-CHj-^^^ ]; 

(xiii) C-CH(OH)aiyl [e.g. C-CH(OH) ^ ^ ]; 



(xiv) C-S(0)2NY1y2 [eg. C-SOj-NH-CHj— ^ 7 ];or 



or 



(XV) C-S(0)nR4 [e.g. C-SO2CH3]: 
are also preferred. . 

10 

Compounds of formula (Ixd) in which W represemts CH, X represents C-CH3, C-CH2CH3, • 
C-CH(CH3)2, C.OCH3, C-OCH2CH3, C-Br or C-Cl, Y represents C-CH3, C-CH2CH3, C-OCH3, 



:-Br. C-Cl, C-F, C or C-C(=0)-NH-CI^— and Z represents 



CH are also 



preferred. 

15 

Conq)ounds of formula (Ixa) in which W represents CH, X represents CH, Y represents C-CH3 and Z 
represents C-CH3 are also preferred. 



20 



Compounds of formula (Ixd) in which W represents CH, X rq)resents CR^ and Y represents CR^ 
where r2 and r3 form the group -CH2-O-CH2-, and Z represents CH are also preferred. 
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Compounds of formula (Ixd) in which W represents CH, X represents CR2 and Y represents CR3 
where r2 and K? form the group -CH2-CH2-CH2-, and Z represents CH are ako preferred. 

Compounds of formula (bed) in vriach represents hydrogen are prefared. 

5 

Compounds of formula (Led) in which Xl is: 

(i) O: 

(ii) N-C(=0)R4 [e.g. N-C(=0)CH3. N-C(=0)CH2CH(CH3)2. N-C(=0)CH(CH3)2, or 
N-C(=0)C(CH3)3 or N-(C=0)-<] ]; 

10 (iii) N-C(=0)NYlY2[e.g.N-C(=0)N(CH3)2,N-C(=0)NCH(CH3)2,N-C(K))N{CH2CH3)2 



N— (C=0)-N 



. li—(C=0)-l(^ ^ orN-(0=0)->^ ^03: 



15 



(iv) N-C(=O)0R'* [e.g. N-C(=0)0CH3 or N-C(=0)OCH2CH3]; or 

(v) N-SO2R'* [e.g. N-SO2CH3 or N-Sp2CH(CH3)2]; 

are preferred. 

Compounds of fommla (Ixd) in which r is zero are preforred. 



A preferred group of compounds of the invention are compounds of formula (bed) in which:- W 
represenb CH; X represents CH; Y represents CH; Z represents CH or C-CH3; r7 represents 
20 hydrogen; Xl is (i) O; (ii) N-C(=0)R4 [e.g. N-C(=0)CH3, N-G(=0)CH2CH(CH3)2, N- 

C(=0)CH(CH3)2, orN-C(=0)C(CH3)3 or N-(C=0)-<] ]; (iii) N-C(=0)NY1y2 [e.g. 
N-C(-0)N(CH3)2,N-C(«0)NCH(CH3)2,N-C(=0)N(CH2CH3)2 N-(C=p)-l'(^ , 

N-(C=0)-I^ ^~ ^ or n-iC=0)-l(^^O l. (iv) N-C(=0)0R4 [e.g. N-C(=0)0CH3 or 

N-C(=0)OCH2CH3]; or (v) N-S02R4 [e.g. N-SO2CH3 or N-S02CH(CH3)2] and r is zero; and their 
25 corresponding N-oxides, and their prodrugs, and their acid bioisosteres; and pharmaceutically 
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acceptable salts and solvates (e.g. hydrates) of compounds 6f fonnula C^cd) and their N-oxides and 
their prodrugs, and their acid bioisosteies. 

A fiirflier preferred group of compounds of the invention are compounds of formula (Ixd) in which:- W 
5 i^resentsCH;X represents CH;Z represents CH;Y represents (i)C-Ci^alkyl [e.g.C-CH3, 

C-CH2CH3. C-CH2CH2CH3 or C-CH(CH3)2], (ii) C-aryl [e.g. C 
CHj 






0> 



C—f~\—Cl , C— / % or C 10^) C-CN' (*^) C-NO2, (v) C-halo 




[e.g. C-Br, C-a or C-F], (vi) C-haloalkyl [e.g. C-CF3], (vii) C-heteroaryl [e.g. C \ or 

. -N . 

10 c % I (viu) C-OR* [e.g. C-OCH3 , C-OCH,CH, , C-OCHF^ , C-OCF3 , 




or C-0-(CH,)3-h(^0],(ix) C-C(=0)R4[e.& 



C-gHD)-^ ^ I (x) C-O0)NY1y2 [e.g. C-C(=0)-NH-C3H3 , C-C(-0)-N(C3Hj)2 . 

C_C(=0)-NH-C3H2CH,. C-C(-0)-NH-CH(CH3)j . C-CK))-NH-C(CH,)j.CHjOH , 
C-c(=0)-NH-CHjCH2CN, C-C(=0)-NH-CH2CMjOCH3 . 

15 c-C(=0)-NH-CI^-^^ . C-C(K))-NH-CHr^ , 
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, C-C(=0)-NH-CH2-/ .^^CHj, 




C-C(<>)-NH-CH2-(^^^ , C-C(=0)-NH-CHj-^^ , 



C-C(=0)-NH-(CH,_)H^ y , C-C(=0)-NH-(CH,),-N^ yO, 
C-CX=0)-NH-(CH;)3-l^|^ ^ , C-C(=0)-NH-(CH,)3-l/^1 , 

C-C(=0)-NH^(CH,)£-<^ ^11 , c-C(=0)-NH-(CH2)s- 




orC-C(=0)-NH-^ ^ l,(xi)-C(=0)OR4[e.g.C-C(=0)OHorC-C(=0)OCH3], (xii) 

C-NHC(=0)r4 [e.g. C-NHC(=d)CH3 or C-NHC(=0)CH(CH3)2, C-NH-C(=0) °^ 

C-mi-C(rO)-CBr^^ 3. C^H(OH)a£yl [e.g. C-CH(OH) l'<«^) 

C-S(0)2NY1y2 [e.g. C-SO-NH-CH,H^^ ] or (xv) C-S(0)nR4 [e.g. C-SO2CH3]; 

represents hydrogen; Xl is (i) O; (ii) N-C(=0)R4 [e.g. N-C(=0)CH3, N-C(=0)CH2CH(CH3)2, N- 
C(=0)CH(CH3)2. or N-C(=0)C(CH3)3 or N-(C=0)^<3 ]; (iu) N-C(=0)NY1 [e.g. 

N-C(=0)N(CH3)2.N-C(=0)NCH(CH3)2,N-C(=0)N(CH2CH3)2 N-(C=0)-N^ , 

li-(C=0)-ty ^ or N-(O0)-I'{^ 3; (iv) N-C(=0)0R4 [e.g. N-C(=0)0CH3 or 
N-CC=0)OCH2CH3]; or (v) N-S02R4 {e.g. N-SO2CH3 or N-S02CH(CH3)2] and r is zero; and their 
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corresponding N-oxides, and their prodrugs, and their acid bioisosteres; and phannaceutically 
acceptable salts and solvates (e.g. hydrates) of compounds of fonnula (kd) and Iheir N-oxides and 
their prodrugs, and tiieir acid bioisosteres. 

5 A fiitther preferred group of compounds of the invention are compounds of formula (Led) in which:- W 
represents CH; X represents C-CH3, &CH2CH3. C-CH(CH3)2, C-OCH3. C-OCH2CH3, C-Br or 



C<a;Y represents C-CH3,C-CH2CH3, C-OCH3,C-Br,C.Cl.C-F, C or 

C— C(=0)— ]>jH-CHj- ^ ^ ; Z represents CH; represents hydrogen; is (i) O; (ii) 

N-C(-0)r4 [e.g. N-C(=0)CH3, N-C(=0)CH2CH(CH3)2. N-C(=0)CH(CH3)2, orN-<X=0)C(CH3)3 
10 or N-(C=0)^C] ]; (»0 N.C("0)NY1y2 [e.g. N-C(=0)N(CH3)2, N-C(=0)NCH(CH3)2. 



N-C(=0)N(CH2CH3)2 N— (C=0)-N^^^ , N— (CO)-t'^ ^ or N— (C=0)-N^ ^0 li 

(iv) N-C(=0)0r4 [e.g. N-C(=0)0CH3 or N-<X=0)OCH2CH3]: or (v) N-S02R'^ [e.g. N-SO2CH3 « 
N-S02CH(CH3)2] and r is zero; and their corresponding N-oxides, and their prodrugs, and their acid 
bioisosteres; and phanmceutically acceptable salts and solvates (e.g. hydrates) of compounds of 
15 formula (Ixd) and Iheir N-oxides and their prodrugs, and their acid bioisosteres. 

A further preferred group of con^wunds of the invention are coaq>ounds of formula (bed) in which:-W 
represents CH; X represents CH; Y represents C-CH3; Z represents C-CH3; R'' represents hydrogen; 
Xl is (i) O; (ii) N-C(=0)r4 [e.g. N-C(=0)CH3, N-C(=0)CH2CH(CH3)2, N-C(=0)CH(CH3)2. or 

20 N-C(=0)C(CH3)3 or N-(C=0)-^ ]; (iii) N-C(=0)NY1y2 [e.g. N-C(=0)N(CH3)2. N- 



C(=0)NCH(CH3)2,N-C(=0)N(CH2CH3)2N-(00)-N^^ , N-(C=0)-N^ ^ 



or 



/ \ 

N— (C=0)-T^ y> ]; (»v) N-C(=0)0R4 [e.g. N-C(=0)0CH3 or N.C(=0)OCH2CH3]; or (v) 

N-SO2R'* [e.g. N-SO2CH3 or N-S02CH(CH3)2] and r is zero; and their corresponding N-oxides, and 
then- prodrugs, and their acid bioisosteres; and pharmaceutically acceptable salts and solvates (e.g. 
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hydrates) of compounds of fonnula(Ix(l) and their N-oxides and their prodrugs, and their acid 
bioisosteres. 

A forther preferred group of compounds of the invention are compounds of formula Qxd) in which:-W 
represents CH;X represents CR2 and Y represents CR3 where r2 and r3 form the group 
-CH2-O-CH2-; Z represents CH; represents hydrogen; is (i) O; (ii) N-C(=0)R'^ [e.g. N- 
C(=0)CH3, N-C(=0)CH2CH(CH3)2, N-C(=0)CH(CH3)2. or N-a=0)C(CH3)3 or 

N-(C>0)-<] ]:(iii)N-C(=O)NYlY2[e.&N-C{=0)N(CH3)2.N-C(=0)NCH(CH3)2, 

N-C(=0)N(CH2CH3)2 N-(C=0)-n|^ , N-(C=0)-J^ ^ or N— (C=0)-N^^^O]; 

(iv) N-C(=0)0R4 [e.g. N-C(=0)0CH3 or N-C(=0)OCH2CH3]; or (v)N-S02R* [eg. N-SO2CH3 or 
N-S02CH(CH3)2] and r is zero; and flieir corresponding N-oxides, and their prodrugs, and their acid 
bioisosteres; and pharmaceutically acceptable salts and solvates (e.g. hydrates) of confounds of 
forraula (Ixd) and their N-oxides and their prodrugs, and their acid bioisosteres. 

A further preferred grot^ of compounds of the invention are compotmds of formula (Ixd) in which:-W 
represents CH; X represents Cr2 and Y represents CR3 where r2 and R^ form the group 
-CH2-CH2-CH2-; Z represents CH; R^ represents hydrogen; is (1) O; 00 N-C(=0)R4 [e.g. N- 
C(=0)CH3, N-C(=0)CH2CH(CH3)2, N-C(=0)CH(CH3)2, or N-C(=0)C(CH3)3 or 

^-(OO)^::] ]; (iu) N-C(=0)NY1y2 [e.g. N-C(=0)N(CH3)2, N-C(=0)NCH(CH3)2, 

N-C(=0)N(CH2CH3)2,N-(C=0)-n|^ . N-(C=0)-I^^^^ or N-(00)-^^^ ^Ol; 

(iv)N-C(=0PR4 [e.g.N-C(=0)0CH3 orN-C(=0)OCH2CH3]; or (v) N-SO2R'* [e.g. N-SO2CH3 or 
N-S02CH(CH3)2] and r is zero; and their corresponding N-oxides, and their prodrugs, and their add 
bioisosteres; and pharmaceutically acceptable salts and solvates (e.g. hydrates) of compounds of 
formula (Ixd) and their N-oxides and their prodrugs, and their acid bioisosteres. 



Compounds of forraula (Ixd) in which X^ is N-C(-0)CH(CH3)2. N.C(=0)CH2CH(CH3)2. 
N-C(=0)C(CH3)3; N-(C=0)-<] , N-C(=0)N(CH3)2, N-C(=0)NCH(CH3)2, 
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N-C(=0)N(CH2CH3)2, N-(CM))-N^^ , N-(O0)-/~^ . H-(O0)-l^^ ^O. 
N-C(=0)0CT3 or N-C(=0)OCH2CH3and r is zero are particularly preferreA 

Compounds of formula (bed) in which W is CH, X is CH, Y is CH, C-CH2CH3, C-CH2CH2CH3, 

CN F 

c-{~y . c-hQ . . <^-^0^° • '^^^ '^'^ 



: — c — ^ y ' C-0CH3 , C-OCH2C.H3, c- 



OCHF,. C-OCF,, 



C-O-CHa-H^ y , C-C(-0)-NH--CH3. C-C(=0)-NH-CH,CH3 , 
C-C(=0)-NH-CH(CH3)j. C-C(-0)-NH-C(CH,)j-CHjOH. C-C(=0)-NH-CHjCH2CN 



C_C(K))-NH-CHjCHjOCH3. C-C(=0)-NH-CHj---^ 





;-C(»0)-NH-CHr^~^y-CH3 . C-C(=0)-NH-(CH;)r-^^^ . 
:-C(=0)-NH-(CHa)r^t^ , C-C(-0)-NH-(CHa)5-t(^ ^ . 

:-C(=0)-NH-(CH,)3-l<^. C-C(-0)-NH-(CH,)H^ J, 

::;_c(=o)-NH-CHi-<f^ , c-c(=o)-nh-chH^^ , 
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C-C(=0)-NH-(CH,)3-N^ . C-C(=0)-NHH^ . C-C(=0)0CH3 , C-CX-=0)0H 

C-CH(OH) . C-S02CH3or C-SOrNH-CHr-^^^ and Z is CH are particularly 

preferred. 

5 Compounds of formula (Ixd) in which W is CH, X is C-CH3 or C-CH2CH3, Y is C-CH3, C-CH2CH3. 

C.CH(CH3)2.C-Br.C-Cl.C-F, C . C-C(=0)-NH-CHr-<^^ .andZisCHare 

also particularly preferred. 

Compounds of formula (bca) in which W is CH. X is &OCH3, Y is CH, C-CH3. C-CH2CH3. C-Cl or 
10 C-OCH3 and Z is CH are also particularly preferred. 

Compounds of formula (Ixd) in which W is CH. X is C-OCH2CH3, Y is C-F and Z is CH are also 
particularly preferred. 

15 Compounds of formula (Ixd) in which W represents CH, X represents CR2 and Y represents CR3 
where r2 and form the group -CH2-CH2-CH2-, and Z represents CH are also particularly 
preferred. 

Compounds of formula (Ixd) in which W represents CH, X represents CR2 and Y represents CB? 
20 where r2 and r3 form the group -CH2-O-CH2-, and Z represents CH are also particularly preferred. 

Compounds of formula (Ixd) in which is N-(C=0)-<] . N-C(=0)N(CH3)2, 
N-C(=0)NCH(CH3)2, N-C(=0)N(CH2CH3)2, N-(0=0)-N;^^ or li-(p=0)-l(^ y> 
is zero are eq)ecially preferred. 



andr 



25 



wo 03/035065 PCT/GB02/04763 

-93- 

Gompoimds of foimula (bid) in which W represents CH. X r(q>resents C-CH3, Y represents C-GH3 or 
C-Cl and Z represents CH are especially preferrei 

5 Particular confounds ofthe invention offorinula(Ix) are selected from the compounds fonned^^^ 
joining the carbon atom (C*) of one of the benzoimidazole, imidazo(4,5-b]pyridine, 
imidazo[4,5-c]pyridine or imidazo[4,5-bipyra2ine fragments (Al to AUO) shown in Table 1 to the 
carbon atom (*C) in the heteroaryl moiety of one of flie fragments (Bl to B 168) shown in Table 2. 

10 Particular confounds of the invention of formula (Ixa) are selected from the conq)ounds formed by 
joining the carbon atom (C*) of one of the baizoimidazole, imidazo(4,5-b]pyridine, 
miidazo[4,5-c]pyridine or iniidazo[4,5-b]pyrazine fragments (Al to AllO) shown in Table 1 to the 
carbon atom (*C) in the pyrazole ring of one of the fragments (Bl to B48, B74 to B107, B124 to B127, 
1 30 to 142 or 144 to 150) shown in Table 2. 

15 

Particular compounds of the invention of formula (Ixb) are also selected from the compounds formed 
by joining the carbon atom (G*) of one of the benzoimidazole, iimda2o[4,5-b]pyridine, 
imidazo[4,5-c]pyridine or iinidazo[4,5-b]pyrazine fragments (Al to Al 10) shown in Table 1 to the 
carbon atom (*C) in the five membered ring of one of the fragments (B63 to B73, B108 to Bl 14, B128 
20 or B151) shown in Table 2. 

Particular compounds of the invention of fiamula (Ixc) are selected from the compounds formed by 
joining the carbon atom (C*) of one of the benzoimidazole, imidazo[4,5-b]pyridine, 
imidazo[4,5-c]pyridine or imidazo[4,5-b]pyrazine fragments (Al to Al 10) shown in Table 1 to the 
25 carbon atom (*Q in the five membered ring of one of the fragments (B56, B59 or B129) shown in 
Table 2. 

Particular confounds of the invention of forriiula (Ixd) are selected fiwm the compounds formed by 
joining tiie carbon atom (C*) of one of flie benzoimidazole, imidazo[4,5-b]pyridine, 
30 imidazo[4,5-c]pyridine or imida26[4,5-b]pyrazine fragments (Al to Al 10) shown in Table 1 to the 

carbon atom (*€) in the five membered ring of one of the fragments CBl 15 to B123 or B157) shown in 
Table 2. . 
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TABLEl 



Al 




A2 




A3 


CH, 


A4 




A5 


OH 


A6 




A7 




A8 




A9 




AlO 




All 




A12 




A13 




AM 


o 


A15 




A16 




A17 




A18 




A19 




A20 




A21 




A22 
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A23 


CHjO^ — 


A24 




A25 




A26 




A27 




A28 




A29 




A30 




All 

Ail 




A32 




A33 




A34 




A35 




A36 










A37 




A38 




A39 




A40 


H 


A41 




A42 




A43 




A44 
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A45 




A46 


CH,0(CH,^-g''\|''^\ 




H 




A47 


O I 


A48 




A49 




A50 










A51 




A52 


^^^^ 


A53 


o 


A54 




A55 




A56 




A57 




A58 










A59 


CH, 


A60 




A61 




A62 




A63 


li ^1 ^ 


A64 
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A65 




A66 


<XVr. 

II 1 C 
H 


A67 


OCH, K^^^ 


A68 




A69 


N 


A70 




A71 




A72 




A73 




A74 








TLX/' 


A77 




A78 




A79 




A80 


o 


A81 


HO^O 


A82 




A83 




A84 
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A85 




A86 




A87 


H,C,CH, 0 
HOCHj N ^ \\ 

■ W 


A88 




A89 




A90 




A91 




A92 




Ad3 




A94 




A95 


o 


A96 




AO'? 




A98 




A99 




AlOO 




AlOl 




A102 


OH 


A103 


r 


A104 
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A105 




A106 




A107 


^ H 


A108 


. a 


> 


A109 




Alio 




TABLE 2 


Bl 


r=\ 


32 




'IH 


33 


CHjCH, 


34 


CHjOH 


B5 




B6 


NH, 


B7 




38 


OCH2CH3 


B9 


SCH, 
.C~NH 


BIO 


^SCHjCHj 


Bll 




B12 




P 
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B13 




B14 




BIS 


P 


B16 




B17 


HOCH, 


B18 


HOCHjCH 


B19 


CHjOCH, 


B20 




B21 


X 


B22 




B23 


NH 


B24 


NH(CHj)jOH 
N 


B25 


NHC(CHj),CH,OH 


B26 


o 


B27 




B28 
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B29 


N 


B30 




B31 


0. 


B32 




B33 


•C^ ^NH 


B34 




B35 


•C^ ,NH 


B36 


0 


B37 


Oyf-O 


B38 


"V-NHCHj 


639 




B40 




B41 


m 
)=\ 


B42 


0 >o 
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B43 


CHjCHjO 


B44 


< 


B4S 


N 


B46 


CHjCHjO^ SCHj 


B47 


OCH, 

d 


B48 


(CH3)2CH S ^ 

) / 


B49 


,SCH, 


B50 


SCH, 


B51 


SCHjCHj 


B52 


o 


B53 








B55 




B56 




B57 




BS8 




B59 


Q 


B60 


o 
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J V 

N 




0^ 




B63 




B64 
















•C. NH 
N 
















B65 




B66 






B67 




B68 






B69 


<3CH, 
♦<f^ ^NH 


370 






B71 




B72 






B73 


CN 


B74 


CH,S 




B75 




B76 
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B77 




B78 


CH, 


B79 




B80 


HOCHj 

Hi/ CHj 


B81 




B82 


p 

> 


B83 




B84 


t 


885 


o • 

y-CH(CH,)i, 


B86 


O 


B87 




B88 




B89 




B90 


•>> 

♦C^ ^NH 
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B9l 


N 


B92 




B93 


^C^ ^NH 


B94 


♦C^ NH 
N 


B95 




B96 




B97 


^ J 

V 


B98 




B99 


♦C^ NH 


BlOO 


O 


BlOl 




B102 


N 


B103 




B104 
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B105 


J-<1 

^"x / 


B106 


NHCH(CHj)j 


B107 


0==<.CH, 


BIOS 




B109 


♦C^ ^NH 


BilO 


NH 


Bin 




B112 


EtO. 

N 


B113 


\^ 

•C. NH 
N 


B114 


N 


B115 


Q 


B116 


CH3 

N 


B117 




BUS 




B119 


N(CH^j ' 


B120 


0CH3 

Q 
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B121 


NHCH(CH,), 

■ Q 


B122 


9 


B123 




B124 


vo 


B125 




B126 


V-N(CH3>, 
N 


B127 




B128 


NHCHCCHj), 
0=/ 


B129 


9 


B130 




B131 




B132 


N 


B133 




B134 
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B135 


0 H,C CH, 
hi/ 


B136 


^ NH 

n 


B137 




B138 




B139 


/==\ 


B140 




B141 




B142 


o 

y-N(CH3)j 
HN^^CH, 


B143 




B144 


NHC(CH3),CHjOH 


B145 


NHCHjCCCHjljOH 

)=\ 


B146 


NHC(CH3)3 


B147 


•0" 


B148 
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B149 


P 


B150 


0 


BlSl 


NHCH,C3(CH,)jOH 


B152 


CH, 

H 


B153 




B154 


•C^ NH 


B155 


•0" 


6156 


K 

)=\ 


B157 


w 


B158 




B159 




B160 


ICH,),CH W 


B161 




B162 
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B163 


(CH,),N 


B164 


CH.CHjNH 


B16S 




B166 


CH(CHA 
NH 


B\61 




DlOo 


O 


B169 









Particular compounds of the invention of formula (Ix) denoted as the product of the combination of 
group Al to Alio in Table 1 with Bl to B169 in Table 2 are illustrated below: 



Al-Bl; 


A1-B2; 


A1-B3; 


A1-B4; 


A1-B5; 


A1-B6; 


A1-B7; 


AI-B8; 


A1-B9; 


Al-BlO; 


Al-Bl 1; 


AI-B12; 


A1-B13; 


A1-B14; 


Al-Bl 5; 


A1-B16; 


A1-BI7; 


AI-B18; 


A1-B19; 


A1-B20; 


A1-B21; 


A1-B22; 


A1-B23; 


AI-B24; 


A1-B25; 


A1-B26; 


A1-B27; 


A1-B28; 


A1-B29; 


Ai-B30; 


A1-B31; 


A1-B32; 


A1-B33; 


A1-B34; 


A1-B35; 


A1-B36; 


A1-B37; 


A1-B38; 


A1-B39; 


A1-B40; 


A1-B41; 


A1-B42; 


A1-B43; 


A1-B44; 


A1-B45; 


A1-B46; 


A1-B47; 


A1-B48; 


A1-B49; 


A1-B50; 


A1-B51; 


A1-B52; 


A1-B53; 


A1-B54; 


A1-B55; 


A1-B56; 


A1-B57; 


A1-B58; 


A1-B59; 


A1-B60; 


A1-B61; 


A1-B62; 


A1-B63; 


A1-B64; 


A1-B65; 


A1-B66; 


A1-B67; 


A1-B68: 


A1-B69; 


A1-B70; 


A1-B71; 


AI-B72; 


A1-B73; 


A1-B74; 


A1-B75; 


A1-B76; 


A1-B77; 


A1-B78; 


A1-B79; 


A1-B80; 


A1-B81; 


A1-B82; 


A1-B83; 


A1-B84; 


A1-B85; 


A1-B86; 


A1-B87; 


A1-B88; 


A1-B89; 


A1-B90; 
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A 1 R01 • 


A l.T^QO. 


A1-B93; 


A1-B94; 


A1-B95; 


A1-B96; 






A1-B99; 


Al-BlOO: 


Al-BlOl; 


A1-B102; 




r\.x^iJ 1. v*tj 


A1-B105; 


A1-B106: 


A1-B107; 


A1-B108; 


A 1 D 1 AO • 


A1 Rtin- 


r\l "D 111, 


A1-B112; 


A1-B113; 


A1-B114; 


A1-B115; 


J\l-D 110, 


A1-R1 17- 


AI-B118* 


A1-B119; 


A1-B120; 


A1-B121; 


A1 Vi^oo^ 


rVl~0 l^J, 


AUB124' 

J. JJ Aa>*t, 


A1-B125; 


A1-B126; 


A1-B127; 


A1-d12o, 


Al RIOQ. 




A1-B131; 


A1-B132; 


A1-B133; 


A 1 ID 1 O >l . 

A1-d134; 


A 1 R 1 

Al-r>ljD, 




A1-B137- 

rifX A-/ ' > 


A1-B138; 


A1-B139; 


A1-B140; 


A 1 R 1/11 • 
Ai-X5l*H, 


Al R1il7- 


A1-B143* 

AXA X* ATJ } 


A1-B144; 


A1-B145; 


A 1 Tit A JH, 

A1-B146; 


A 1 R 1 

Al-o 14/, 


A 1 RI^Q* 


A1-B149- 


A1-B150; 


A1-B151; 


A1-B152; 


A 1 R 1 
Al-D 1 JJ, 


Al Rl^* 


A1-R155- 


A1-B156; 


A1-B157; 


A1-B158; 


A 1 R 1 

Ai-Bijy, 


Al R1^* 


AUB161* 

/^X'"!.' XWXy 


A1-B162: 


AI-B163; 


A1-B164; 


A 1 D 1 iCC 


Al niAf^' 
Al-DlOD, 




A1-B168- 


A1-B169; 


A2-B1; 


A O "OO. 

A2-B2; 


AO 




A2-B5- 


A2-B6; 


A2-B7; 


A O DO. 


AO RO- 




A2-B11; 


A2-B12; 


A2-B13; 


AO' T> 1 A . 

A2-B14; 


AO R 1 <• 




A2-R17' 

xj ^ ' 9 


A2-B18; 




A2-B19; 


A2-B20; 


A O R0 1 • 




A2-B23; 


A2-B24; 




A2-B25; 


AO 'DOiC* 

A2-B2o; 


AO RO7. 




A2-B29; 


A2-B30; 




A2-B31; 


A O RIO. 

A2-DiZ; 


AO 




A2-B35; 


A2-B36; 




A2-B37; 


A O DOO. 

A2-1330, 


AO mo* 


AO R40- 


A2-B41; 


A2-B42; 




A2~B43; 


A O O AA* 


AO RA^' 


A7-.R46' 


A2-B47; 


A2-B48; 




A o Ti /irk. 

A2-B49; 


AO R^n* 


A9 RSI* 
AZ-J3^1« 




A2-B53; 


A2-B54; 




A2-B55; 


AO R<i^* 


AO RS7' 


A2-B58* 


A2-B59; 


A2-B60; 




A2-Bol; 


AO R/;o» 




A2-B64- 


A2-B65; 


A2-B66; 




A2-BO/; 


AO RfiQ. 




A2-B70; 


A2-B71; 


A2-B72; 




AO XlTl- 


A2-B74; 


AO.R75- 


A2-B76; 


A2-B77; 


A2-B78; 




AO G7Q« 


A2-B80; 




A2-B82; 


A2-B83; 


A2-B84; 




AO t}Q<« 
AZ-Jooj, 


A2-B86; 


A2-B87* 


A2-B88; 


A2-B89; 


A2.B90; 




AO ROl . 


A2-B92; 


A2-B93; 


A2-B94; 


A2-B95; 


A2-B96; 




A2-B97; 


A2-B98; 


A2-B99; 


A2-B100; 


A2-B101; 


A2-B10: 


I; 


A2-B103; 


A2-B104 




A2-B105; 


A2-B106; 


A2-B107; 


A2-B101 




A2-B109; 


A2.B110 




A2-B111; 


A2-B112; 


A2-B113; 


A2.B11^ 




A2-B115; 


A2-B116 




A2-B117; 


A2-B118; 


A2-B119; 


A2-B12( 


); 


A2-B121; 


A2-B122 




A2-B123; 


A2-B124; 


A2.B125; 


A2-B12( 


5; • 


A2-B127; 


A2-B128 




A2-B129; 


A2-B130; 


A2-B131; 
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A2-B134; 


A2-B135; 


A2-B136; 


A2-B137; 




AO RllO' 


A2-R140* 


A2-B141; 


A2-B142; 


A2-B143; 






A0_R146- 


A2-B147; 


A2-B148; 


A2-B149; 


A2-B15U, 


AO R I ^ 1 • 


A9-R] S9- 


A2-B153- 


A2-B154; 


A2-B155; 


A2-d15o; 






A2-B159; 


A2-B160; 


A2-B161; 


A2-B162; 




AO Rll^A- 




A2-B166: 


A2-B167; 


A2-B168; 


AO t5 1 /CO. 


Al Rl • 


A-l.RO- 


A3-B3; 


A3-B4; 


A3-B5; 


A O DiC. 

A3 -Bo; 






A3-B9; 


A3-B10; 


A3-B11; 


A3-B12; 


AO "D 1 o . 


A'^ Rid' 


r\j u A 


A3-B16; 


A3-B17; 


A3-B18; 


AO o 1 n. 


AO Ron* 


AVR2 1 • 


A3-B22; 


A3-B23; 


A3-B24; 


A O DO C. 


AO xyyA' 




A3-B28; 


A3-B29; 


A3-B30; 


AO no 1 , 
A3-B31; 


RIO- 




A3-B34; 


A3-B35; 


A3-B36; 


A o noT. 

A3-B37; 






A3-B40; 


A3-B41; 


A3-B42; 


A3-B43; 


AO J^AA' 




A5-B46- 


A3-B47; 


A3-B48; 


A o n >l A. 

A3-B49; 


AO 13<A> 


Al R^l • 


A3-B52; 


A3-B53; 


A3-B54; 


A o ncc. 

A3-B55; 


AO 


A1.RS7- 


A3-B58; 


A3-B59; 


A3-B60; 


A3-B61; 


AO Q/^O* 




A3-B64; 


A3-B65; 


A3-B66; 


A3-B67; 


AO Td/^Q* 




A3-B70* 


A3-B71; 


A3-B72; 


A O TiTO . 

A3-B73; 


AO IDnA' 


A1-R7S* 


A3-B76; 


A3-B77; 


A3-B78; 


A3-t>/y; 


AO RQn* 


/tlJ-jjo 1. ) 


A3-B82; 


A3-B83; 


A3-B84; 


A O T^OC 

A3-B85; 


AO RfiA- 


A1-RR7- 


A3-B88; 


A3-B89; 


A3-B90; 


A 1 OQ 1 . 


AO OQO. 


A'i-B93- 


A3-B94; 


A3-B95; 


A3-B9o; 






A3-B99; 


A3-B100; 


A3-B101; 


A o n 1 /\o . 

A3-B102; 


A O D 1 Al. 


A'^ RlfVd- 


A3-B105- 


A3-B106; 


A3-B107; 


A O Ti 1 AO. 

A3-B108; 


A O "D 1 HQ. 




A3-B111; 


A3-B112; 


A3-B113; 


AO T> 1 1 /I . 

A3-13114; 


AO nils* 




A3-B117; 


A3-B118; 


A3-B119; 


A O T> 1 OA, 


A "^-R 191' 


A3-B122- 


A3-B123; 


A3-B124; 


A3-B125; 


Al "Dl 0/^» 




A3-B128: 


A3-B129; 


A3-B130; 


AO T5 1 0 1 . 

A3-B131; 






A3-B134; 


A3-B135; 


A3-B136; 


A3-B137; 


A3^B138; 


A3-B139; 


A3-B140; 


A3-B141; 


A3-B142; 


A3-B143; 


A3-B144; 


A3-B145; 


A3-B146; 


A3-B147; 


A3-B148; 


A3-B149; 


A3-B150; 


A3-B151; 


A3-B152: 


A3-B153; 


A3-B154; 


A3-B155; 


A3-B156; 


A3-B157; 


A3-B158; 


A3-B159; 


A3-B160; 


A3-B161; 


A3-B162; 


A3-B163; 


A3-B164; 


A3-B165; 


A3-B166; 


A3-B167; 


A3-B168; 


A3-B169; 


A4-B1; 


A4-B2; 


A4-B3; 
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A4-B4' 


A4-B5; 


A4-B6; 


A4-B7; 


A4-B8; 


A4-B9; 


A4-B10; 


A4-B11; 


A4-B12; 


A4-B13; 


A4-B14; 


A4-B15; 


A4-B16; 


A4-B17; 


A4-B18; 


A4-B19; 


A4-B20; 


A4.B21; 




A4-B23; 


A4-B24; 


A4-B25; 


A4-B26; 


A4-B27; 




A4-B29; 


A4-B30; 


A4-B31; 


A4-B32; 


A4-B33; 


AzUR'^4' 


A4-B35; 


A4-B36; 


A4-B37; 


A4-B38; 


A4-B39; 






A4-B42; 


A4-B43; 


A4-B44; 


A4-B45; 






A4-B48; 


A4-B49; 


A4-B50; 


A4-B51; 


A4 n^o* 


A.*r-lJ J J , 


A4-B54; 


A4-B55; 


A4-B56; 


A4.B57; 


Ail DCQ> 


AA R^O- 


A4-B60* 


A4-B61; 


A4-B62; 


A4-B63; 


A4-I504; 


A4-I30D , 


A4-R66* 


A4-B67; 


A4-B68; 


A4-B69; 


A4-B7U; 


AA n7i • 
A4-D / i , 


AA-R79- 


A4-B73; 


A4-B74; 


A4-B75; 


A4-B7o; 


A4-Jt>/ / , 


AA-R7R' 
A*T"D / Oj 


A4-B79; 


A4-B80; 


A4-B81; 


A4-B82; 


A4-l3oj, 


AA.RRA* 


A4-B85- 


A4-B86; 


A4-B87; 


A4-B88; 


A>l 


A A RQn- 


A4-B91- 


A4-B92; 


A4.B93; 


A4-B94; 


AA no<- 


AA-RQ^* 


A4-B97; 


A4-B98; 


A4-B99; 


A4-B100; 


AA mm • 


AA-Rl 07* 
A*r~J3 lu^j 


A4-B103; 


A4-B104; 


A4-B105; 


A A T~> 1 A^. 


A A "DIA'7* 


AA RIOR* 


A4-B109- 


A4-B110; 


A4-B111; 


A4-Bil2; 


A /I -rj 1 1 o . 

A4-r> 1 i J , 


AA.R1 1A» 


A4-B115; 


A4-B116; 


A4-B117; 


A4-i?lio, 


AA-R1 1 0» 
A4-I>liy, 


AA-Rl 90- 


A4-B121; 


A4-B122; 


A4-B123; 


A4-B 124, 


AA-R1 9^* 


A4-B126* 


A4-B127; 


A4-B128; 


A4-B129; 


A >| o 1 ^ A- 


AA Rl ^1 • 


A4-R132- 


A4-B133; 


A4-B134; 


A4-B135; 


A A D 1 1dZ» 

A4-1D1JO, 


AA Rl 77* 


/V*T AJ A J O J 


A4-B139; 


A4-B140; 


A4-B141; 


A4-Jt514Z, 


A*T-D 1*TJ, 


A4-B144; 


A4-B145; 


A4-B146; 


A4-B147; 


A/i ni/iQ- 


AA-Rl AQ- 

A*T-D It-^j 


A4-B150; 


A4-B151; 


A4-B152; 


A4-B153; 


Ail R1 


A4-R155* 

/\*fiJ A»/-/, 


A4-B156; 


A4-B157; 


A4-B158; 


A4-B159; 


A/1 ^^n* 




A4-B162; 


A4-B163; 


A4-B164; 


A4-B165; 


AA "R1 ^rt* 


A4>B167- 


A4-B168; 


A4-B169; 


A5-B1; 


A5-B2; 




A5-B4; 


A5-B5; 


A5-B6; 


A5-B7; 


A5-B8; 


A5-B9; 


A5-B10; 


A5-B11; 


A5-B12; 


A5-B13; 


A5-B14; 


A5-B15; 


A5-B16; 


A5-B17; 


A5-B18; 


A5-B19; 


A5-B20; 


A5~B21; 


A5-B22; 


A5-B23; 


A5.B24; 


A5-B25; 


A5-B26; 


A5-B27; 


A5-B28; 


A5-B29; 


A5-B30; 


A5-B31; 


A5-B32; 


A5-B33; 


A5-B34; 


A5-B35; 


A5.B36; 


A5-B37; 


A5-B38; 


A5-B39; 


A5-B40; 


A5-B41; 


A5-B42; 


A5-B43; 


A5-B44; 
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A5-B46; 


A5-B47; 


A5-B48; 


A5-B49; 


A5-B50; 


J. J 


A5-B52; 


A5-B53; 


A5-B54; 


A5-B55; 


A5-B56; 




A5-B58: 


A5-B59; 


A5>B60; 


A5-B61; 


A5-B62; 






A5-B65; 


A5-B66; 


A5-B67; 


A5-B68; 






A5-B71; 


A5-B72; 


A5-B73; 


A5-B74; 






A5-B77; 


A5-B78; 


A5-B79; 


A5-B80; 


A5-B61, 






A5-B84; 


A5-B85; 


A5-B86; 


A5-B87; 


A^ -DOO. 




A5-B90; 


A5.B91; 


A5-B92; 


A5-B93; 






A5-B96; 


A5-B97; 


A5-B98; 


A5-B99; 


A c o 1 rkA' 




A5-B102- 


A5-B103; 


A5-B104; 


A5-B105; 


A c "D 1 n/c« 
Aj-x>1U0, 




A5-B108- 


A5-B109; 


A5-B110; 


A5-B111; 


AC D 1 to* 




A5-B114* 


A5-B115; 


A5-B116; 


A5-B117; 


AC D 1 1 Q* 

A5-Bllo; 


AC PI 1 Q- 




A5-B121: 


A5-B122; 


A5-B123; 


A5-B124; 


AC moc- 


A^-R126- 


A5-B127; 


A5-B128; 


A5-B129; 


A f n 1 OA. 


AC m'21 • 




A5-B133: 


A5-B134; 


A5-B135; 


AC n 1 

A5-B136; 


AC DTa*?. 


AS-RI'^R* 


A5-B139- 


A5-B140; 


A5-B141; 


A5-B142; 


AC Tlld^* 


A5-R144* 


A5-B145: 


A5-B146; 


A5-B147; 


AC 1 >IQ< 

A5-B145; 


AC OMO- 




A5-B151: 


A5-B152; 


A5-B153; 


A C "D 1 C>l . 

A5-B154, 


A ^ Rl ^S- 


A5-B156- 


A5-B157; 


A5-B158; 


A5-B159; 


A C ID 1 /Cn. 


A^-Rl^il • 


A5-B162- 


A5-B163; 


A5-B164; 


A5-B165; 


A5-d1oo; 


A^ P1A7- 


A5-B168- 


A5-B169; 


A6-B1; 


A6-B2; 






A6-B5; 


A6-B6; 


A6-B7; 


A6-B8; 


AiC TiO. 




A6-B11; 


A6-B12; 


A6-B13; 


A ^ T> '\ Am 

Ao-B14; 


A^C 131 ^• 
Ao-JOl J, 




A6-B17; 


A6-B18; 


A6-B19; 


A6-B20; 


KC DOT . 

AO-DZ 1 y 


A6-B22* 


A6-B23; 


A6-B24; 


A6-B25; 






A6-B28* 


A6-B29; 


A6-B30; 


A6-B31; 


AO-ID J^, 




A6-B34; 


A6-B35; 


A6-B36; 


A6-B37; 


A "D-lO. 

AO-rSjo, 




A6-B40; 


A6-B41; 


A6-B42; 


A6-B43; 


A/; "RAA* 




A6-B46; 


A6-B47; 


A6-B48; 


A6-B49; 


A6-B50; 


A6-B51; 


A6-B52; 


A6-B53; 


A6-B54; 


A6-B55; 


A6-B56; 


A6-B57; 


A6-B58; 


A6-B59; 


A6-B60; 


A6-B61; 


A6-B62; 


A6.B63; 


A6"B64; 


A6-B65; 


A6-B66; 


A6-B67; 


A6-B68; 


A6-B69; 


A6-B70; 


A6-B71; 


A6-B72; 


A6-B73; 


A6-B74; 


A6-B75; 


A6-B76; 


A6-B77; 


A6-B78; 


A6-B79; 


A6-B80; 


A6-B81; 


A6-B82; 


A6-B83; 


A6-B84; 


A6.B85; 
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A6-B87- 


A6-B88; 


A6-B89; 


A6-B90; 


A6.B91; 


A/^ RQ9- 




A6-B94; 


A6-B95; 


A6-B96; 


A6-B97; 


AA POR* 


A6-B99- 


A6-B100: 


A6-B101; 


A6-B102; 


A6-B103; 






A6-B106- 


A6-B107; 


A6-B108; 


A6-B109; 


A /C "D 1 1f\' 

Ao-r>i lUj 


Af^ mil* 

rxO-D ill, 




A6-B113: 


A6-B114; 


A6-B115; 


Ao-Bllo; 


AO---D 11/, 


AD-JD 110, 


A6-B119- 


A6-B120; 


A6-B121; 


A6-B122; 


AA RIO"^' 


AO-iJ 1Z*T, 




A6-B126; 


A6-B127; 


A6-B128; 




AO*"D 1 jU, 




A6-B132; 


A6-B133; 


A6-B134; 


A T3 1 1^. 
AO-D liJ,. 


AD-D 1 JO, 


Afi-Rn7- 


A6-B138: 


A6-B139; 


A6-B140; 


A0-B141; 


A A 

A0-l5JH--^j 


A^-Rlil'^* 


A6-B144' 


A6-B145; 


A6-B146; 


A0-BI47; 


A< R1AQ< 


A^.RIJ.0- 

AU-Dl*T3f, 


A6-B150: 

A>iV 


A6-B151; 


A6'B152; 


A6-Bi53; 


AX 12 1 ^yt* 


▲ A R1 


A6-B156* 


A6-B157; 


A6-B158; 


AO-B159; 


A D 1 icn» 
Ao-BloO, 


AA R1 A1 • 


Afi-R162- 

rtWO 1 XJAi ) 


A6-B163: 


A6-B164; 


A6-B165; 


AX IDIXiC* 


AX R1X7- 


A6.R168* 
rv\i"i?iuoj 


A6-B169; 


A7-B1; 


A7-B2; 


AV-Bi; 


A 7 RA- 


A7-R^* 


A7-B6; 


A7-B7; 


A7-B8; 


AT OO* 

A7-B9; 


A 7 "Rl A. 


A7-R1 1* 


A7-B12; 


A7-B13; 


A7-B14; 


A "7 D 1 

Az-dIj; 


A 7 R1X- 




A7-B18; 


A7-B19; 


A7-B20; 


A "7 DO 1 - 


A7 R99- 




A7-B24; 


A7-B25; 


A7-B26; 


A'T "DO'?. 

A/-£>^/, 


A7 "R9R' 


A7-B29' 


A7-B30; 


A7-B31; 


A7-B32; 




A 7 T^'XA- 




A7-B36; 


A7-B37; 


A7-B38; 


AT D'lO* 


A7-Tl4n' 
A/*-X>*fU, 


A7-B41; 


A7-B42; 


A7-B43; 


A7-B44; 


A7 nA^- 


A7-R4fl' 


A7-B47; 


A7-B48; 


A7-B49; 


A7-B50; • 


A 7 1 . 

A/-rJJ 1, 


A7-RS9* 


A7-B53; 


A7-B54; 


A7-B55; 


A*? T3</;* 


A7 R*\7* 


A7-R58- 


A7-B59; 


A7-B60; 


A7-B61; 


AT T2AO» 


A7 Rf^'^• 


A7-B64* 


A7-B65; 


A7-B66; 


A T "Din. 






A7-B70; 


A7-B71; 


A7-B72; 


A7-B/J, 


A7 


A7-B75* 


A7-B76; 


A7-B77; 


A7-B78; 


A T ■D'7Q' 

A/-r> /y, 




A7-B81- 


A7-B82; 


A7-B83; 


A7-B84; 






A7-B87; 


A7-B88; 


A7-B89; 


A7-B90; 


A7-B91; 


A7-B92; 


A7.B93; 


A7-B94; 


A7-B95; 


A7-B96; 


A7-B97; 


A7-B98; 


A7-B99; 


A7-B100; 


A7-B101; 


A7-B102; 


A7-B103; 


A7-B104; 


A7-B105; 


A7-B106; 


A7-B107; 


A7-B108; 


A7-B109; 


A7-B110; 


A7-B111; 


A7-B112; 


A7-B113; 


A7-B114; 


A7-B115; 


A7-B116; 


A7-B117; 


A7-B118; 


A7-B119; 


A7-B120; 


A7-B121; 


A7-B122; 


A7-B123; 


A7-B124; 


A7-B125; 


A7.B126; 
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A7-B127* 


A7-B128; 


A7-B129; 


A7-B130; 


A7-B131; 


A7-B132; 




A7-B134; 


A7-B135; 


A7-B136; 


A7-B137; 


A7-B138; 


r\. / "JO X 


A7-B140; 


A7-B141; 


A7-Bi42; 


A7-B143; 


A7-B144; 




A7-"R14fi- 


A7-B147; 


A7-B148; 


A7-B149; 


A7-B150; 




A7-B152* 


A7-B153; 


A7-B154; 


A7-Bi55; 


A7-B156; 


A7 "Rl ^7' 


A7-R1 SR- 


A7-B159; 


A7-B160; 


A7-B161; 


A7-B162; 




A7-R 1 fA- 




A7-B1 66- 


A7-'B167; 


A7-B168; 




AR Rl * 




A8-B3; 


A8-B4; 


A8-B5; 


Ao-i>o, 


AR R7* 




AR-B9* 


A8-B10; 


A8-B11; 


AO D 1 0. 


AO Rll. 


AO RlA* 




A8-B16; 


A8-B17; 


AO D 1 O. 


AQ RIO* 


AO ROft. 




AR-B22* 


A8-B23; 


A8-B24; 




AO ROA- 


AR R77* 


AR-B28* 


A8-B29; 


A o no A. 

A8-B30; 


A O Ul 1 . 


AC n^7* 




AR-B^4' 


A8-B35' 


A8-B36; 


A O 

A8-B37; 


A O T310> 


AO R^Q' 




A8-B41- 

n.%J A^*T A } 


A8-B42; 


A O 'OA*!^ 


Ao-D*W, 


AO R^^* 


AR-R46* 


A8-B47; 


A8-B48; 


A O Dj^IA. 

A8-B49; 


A O 13 C A< 


A R_R^ 1 • 


AR-RS7* 




A8-B54; 




A Q TX^* 

Ao-JdjO, 


AR R^7' 


AR-RSR- 


A8-B59; 


A8-B60; 


A O 1 ■ 

Ao-Bol; 


A O t}<0- 


AR R^'^- 


AR-R64- 


A8-B65' 


A8-B66; 


A O D/;'7. 

Ao-oo/; 


Ao-r)0(5, 


AR R/^0* 


AR-R70' 


A8-B71; 


A8-B72; 


A O "DTI. 


AO 


AR-R7S* 




A8-B77; 


A8-B78; 


AO R70> 


AO RQn< 


A R-RR 1 - 


A8-B82- 


A8-B83- 


A8-B84; 


AO 13Q<> 


AO RO/:* 


AR-RR7' 

AO-DO 


A8-R88* 


A8-B89- 


A O T^Ctfl. 

Ao-r>yo; 


AO 001 . 


AR R07' 


AR-RQ^- 


A8-B94; 


A8-B95; 


Ao-Jtiyo; 


AO R07' 


AR ROR- 


AR-B99- 


A8-B100* 


A8-B101; 


AO 15 t fkO • 


AO Rim- 




A8-B105- 


A8-B106; 


A8-B107; 


A Q R 1 HQ* 


AR-RIOO- 


AR-Rl 10- 


A8-B111; 


A8-B112; 


A8-B113; 


A O Rl l/t. 


AC.RI 15- 
rxo JtJ J. i •^j 




A8-B117; 


A8-B118; 


A8-B119; 




AR-B121- 


A8-B122' 


A8-B123; 


A8-B124; 


A8-B125; 


AO Ri9/;» 


A8-B127; 


A8-B128- 


A8-B129; 


A8-B130; 


A8-B131; 


A8-B132; 


A8-B133; 


A8-B134; 


A8-B135; 


A8-B136; 


A8-B137; 


A8-B138; 


A8-B139; 


A8-B140; 


A8-B141; 


A8-B142; 


A8-B143; 


A8-B144; 


A8-B145; 


A8-B146; 


A8-B147; 


A8-B148; 


A8-.B149; 


A8-B150; 


A8-B151; 


A8-B152; 


A8-B153; 


A8-B154; 


A8-B155; 


A8-B156; 


A8-B157; 


A8-B158; 


A8-B159; 


A8-B160; 


A8-B161; 


A8-B162; 


A8-B163; 


A8-B164; 


A8-B165; 


A8-B166; 


A8-B167; 
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Ao-JJiOo, 




A9-B1; 


A9-B2; 


A9-B3; 


A9-B4; 








A9-B8; 


A9-B9; 


A9-B10; 


AO Tl 1 1 • 






A9-B14; 


A9-B15; 


A9-B16; 


A A Till* 


AO T^l 8- 


A Q.RIO- 


A9-B20; 


A9-B21; 


A9-B22; 


A9-B23; 


AO 




A9-B26; 


A9-B27; 


A9-B28; 


A9-B29; 




AO R"^! • 


A9-B32; 


A9-B33; 


A9-B34; 


A9-B35; 


A Q T}^ A< 

AV-rSJO, 




A9-B38; 


A9-B39; 


A9-B40; 


A9-B41; 


A O "DylO- 


AO TKA^' 


A9-B44; 


A9-B45; 


A9-B46; 


A9-B47; 


Ay-D4o; 


AO 


AQ-B50* 


A9-B51; 


A9-B52; 


A9-B53; 


A9-B54; 


A Q n^^- 




A9-B57; 


A9-B58; 


A9-B59; 


A9-B60; 




AQ-Rfil* 


A9-B63; 


A9-B64; 


A9-B65; 


A9-B66; 




AO.R^R- 


A9-B69' 

XJ\J ^ y 


A9-B70; 


A9-B71; 


A9-B72; 


A9-B73; 


AO R74- 


A9-B75; 


A9-B76; 


A9-B77; 


A9-B78; 


A9-B79; 


AO.Rftn* 
Ay-J3oUj 


A9-B81; 


A9-B82; 


A9-B83; 


A9-B84; 


A9-B85; 


AO R${/i* 


A9-B87; 


A9-B88; 


A9-B89; 


A9-B90; 


A9-B91; 






A9-B94; 


A9-B95; 


A9-B96; 


A9-B97; 


AO ROfi* 


AQ-RQQ- 

i\y xj yZ/y 


A9-B100: 


A9-B101; 




A9-B102; 


A9-B103; 




AO R1 04- 


A9-B105- 


A9-B106; 


A9-B107; 




A9-B108; 


A9-B109; 




AO Ri \0' 


A9-B111* 

r\y M^x X X ^ 


A9-B112; 


A9-B113; 




A9-B114; 


A9-B115; 




A0.R1 
/\y**Di iOj 


A9-B117' 

rx^ x^x X t f 


A9-B118; 


A9-B119; 




A9-B12U; 


A9-B121; 






A9-B123- 


A9-B124; 


A9-B125; 




A9-B12o; 


A9-B127; 




AQ-R128' 


A9-B129: 


A9-B130; 


A9-B131, 




Art O 1 


A9-B133; 




AO D1 14. 


A9-B135: 


A9-B136; 


A9-B137 




A9-Bi3o; 


A9-B139 




AQ-R140* 


A9-B141; 


A9-B142; 


A9-B143 




A9-B144; 


A9-B145 




A9-R146' 


A9-B147; 


A9-B148; 


A9-B149 




A O D 1 ^fl- 


A9-B151 




A9-B152- 


A9-B153; 


A9-B154; 


A9-B155 






A9-B157 




A9-B158* 


A9-B159; 


A9-B160; 


A9-B161 




AO Rl^O' 


A9-B163 




A9-B164; 


A9-B165; 


A9-B166; 


A9-B167 




AO RIfiR' 


A9-B169 




AlO-Bl; 


A10-B2; 


A10-B3; 


A10-B4; 


A10-B5; 


A10-B6; 


A10-B7; 


A10-B8; 


A10-B9; 


AlO-BlO; 


AlO-Bll; 


A10-B12 




A10-B13; 


AlO-BH 




A10-B15; 


A10-B16; 


A10-B17; 


A10-B18 




A10-B19; 


A10-B20 




A10-B21; 


A10-B22; 


A10-B23; 


A10-.B24 




A10-B25; 


A10-B26 




A10-B27; 


A10-B28; 


A10-B29; 


A10-B30 




A10-B31; 


A10-B32 




A10-B33; 


A10-B34; 


A10-B35; 


A10-B36 
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A21-B31' 


A21-B32; 


A21-B33. 




A21-B34; 


A21-B35; 


A21-B36; 


A21-B37; 


A21-B38; 


A21-B39 




A21-B40; 


A21-B41; 


A21-B42; 


A21-B43; 


A21-B44; 


A21-B45 




A21-B46; 


A21-B47; 


A21-B48; 


A21-B49; 


A21-B50; 


A21-B51 




A21-B52; 


A21-B53; 


A21-B54; 


A21-B55; 


A21-B56; 


A21-B57 




A21-B58; 


A21-B59; 


A21-B60; 


A21-B61; 


A21-B62; 


A21-B63 




A21.B64; 


A21-B65; 


A21-B66; 


A21-B67; 


A21-B68; 


.A21-B69 




A21-B70; 
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A-ii-xj / I, 


A 9 1 -R79 • 


A21-B73; 


A21-B74* 


A21-B75; 


A21-B76; 


A2i-b / /, 


AO! n7Q' 






A21-B81; 


A21-B82; 








A21-B86- 


A21-B87; 


A21-B88; 






A91 -"R01 • 




A21-B93; 


A21-B94; 


A21-B95; 




AO! no7« 




A21-B99; 


A21-B100; 


A21-B101; 


A O 1 tD 1 AO. 


AO I T3in'l« 


AOl RIHA* 




A21-B106- 


A21-B107; 


A21-B108; 


A o 1 D 1 no • 


AOl R1 in* 


t\£' 1 XJ 111, 


A21-B112- 


A21-B113; 


A21-B114; 


A01 T!>11C< 

A21-B115; 


AO 1 R1 1 A* 
AZl-ol 10, 


A91_R1 17- 


A21-B118* 


A21-B119; 


A21-B120; 


All "DIOI. 

A21-B121; 


AOl "PI 00* 




A2UB124- 


A21-B125; 


A21-B126; 


A21-B127; 


AOl 12 1 OQ. 

A2i-Jt>lzi>, 


AOl "RI^O- 




A21-B131; 


A21-B132; 


A21-B133; 


A01 Dai I/I* 


AOl T*!'^^- 


A0 1 .R 1 "^fi- 


A21-B137; 


A21-B138; 


A21-B139; 


AOl D 1 /f A« 

A21-1314U, 


AO 1 m^i ' 




A21-B143; 


A21-B144; 


A21-B145; 


AOl T3 1 AC^ 

A21-B14o; 




AOl.RldR- 


A21-B149; 


A21-B150; 


A21-B151; 


AOl 

A21-B152; 


AOl "Rl 


A9I-R1S4.' 


A21-B155; 


A21-B156; 


A21-B157; 


AOl "0 1 CO. 

A21-B15o; 


AOl Til ^O- 


Aoi-ni#^' 

/\Zi**DiOU, 


A21-B161; 


A21-B162; 


A21-B163; 


AOl n 1 £.A • 

A21-Blo4; 


AOl T2I/C<* ■ 


AOl R1#^* 


A21-B167; 


A21-B168; 


A21-B169; 


A OO n 1 * 

A22-Bi; 


AOO TlO» 

Azz-x>z» 


AOO R'^- 


A22-B4; 


A22-B5; 


A22-B6; 


A OO D'Ta 

A22-B7; 


AOO XX^' 

AZZ-t>o, 


A99 RO- 
/\ZZ-oi', 


A22-B10; 


A22-B11; 


A22-B12; 


A OO 13 1 1 • 

A22-B1J, 


AOO Rlzl* 


A99-R1 

/\ZZ*DX«/, 


A22-B16; 


A22-B17; 


A /SO i n 

A22-B18; 


AOO D 1 0« 


AOO non- 


A99-R91 • 


A22-B22; 


A22-B23; 


A22-B24; 


AOO lDO<» 

A2z-BzD, 


AOO R0^?» 


A99-R97' 


A22-B28; 


A22-B29; 


A22-B30; 


AOO ta^l • 


AOO R'^9' 

/\ZZ~i3 JZ, 


AOO^R'l'^- 


A22-B34; 


A22-B35; 


A OO 

A22-B36; 


AOO T51'7« 


AOO R'^R- 


A99-R3Q- 


A22-B40; 


A22-B41; 


A on D>IO« 


AOO 'XXA'X' 


A99-R4A* 


A99-B45' 


A22-B46; 


A22-B47; 


A22-B4o; 


AOO Ti^O* 
/\ZZ-l5*ti/, 


A 99 -R SO- 


A22-B51- 


A22-B52; 


A22-B53; 


A 00 R^A' 




A22-B56- 

^A^A< xj^yjf 


A22-B57; 


A22-B58; 


A22-B59; 


Aoo D^n* 


A99-"Rfi1 • 

/\ZZ-DU 1, 


A22-B62' 


A22-B63; 


A22-B64; 


A OO O/^^* 


AOO Xi^f^' 


A99«B67' 


A22-B68* 


A22-B69; 


A22-B70; 


A OO "DOI . 


AOO "070* 


A99-R75' 


A22-B74' 


A22-B75; 


A22-B76; 


A22-B77; 


A22-B78; 


A22-B79; 


A22-B80; 


A22-B81; 


A22-B82; 


A22-B83; 


A22-B84; 


A22-B85; 


A22-B86; 


A22-B87; 


A22-B88; 


A22-B89; 


A22-B90; 


A22-B91; 


A22-B92; 


A22-B93; 


A22-B94; 


A22.B95; 


A22-B96; 


A22-B97; 


A22-B98; 


A22-B99; 


A22-B100; 


A22-B101; 


A22-B102; 


A22-B103; 


A22-B104; 


A22.B105; 


A22-B106; 


A22-B107; 


A22-B108; 


A22'B109; 


A22-B110; 


A22-B111; 
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A 00 m 10* 




A22-B114' 


A22-B115: 


A22-B116; 


A22-B117; 


AOO R1 1 R* 


A09-R1 10' 




A22-B121; 


A22.B122; 


A22-B123; 


A 00 HI OA' 


AOO RIO^- 


A22-B126' 


A22-B127; 


A22-B128; 


A22-B129; 


A oo o 1 in« 


AOO Rl*^! • 


AOO-RI'^O- 


A22-B133; 


A22-B134; 


A22-B135; 




AOO RT^O- 




A22-B139- 


A22-B140; 


A22-B141; 


A OO "D 1 /I O . 

A22-B142; 


AOO R1 /('J- 


AOO RI4d- 




A22-B146; 


A22-B147; 


AOO 1 vl O . 

A22-B146; 


A oo D 1 /lO* 


AOO Rl ^0' 


A00.R151- 


A22-B152- 


A22-B153; 


A22-B154; 


A Dice*' 

A22-B155; 


AOO Rl ^A?' 


A00-R1^7- 


A22-B158* 


A22-B159; 


A22-B160; 


AOO T!J1^1. 

A22-B16I; 


A 00 R 1 
AZZ-X5 1 OZ, 


AOO-Rl/i*^- 




A22-B165; 


A22-B1 66; 


A OO T> 1 ' 

A22-B167; 


A OO Rl AQ« 


AOO RI^O* 


A7VB1' 


A23-B2; 


A23-B3; 


AOO . 

A23-B4; 


A 01 


AOl Tl/i» 




A23-B8' 


A23-B9; 


A23-B10; 


A OO O 1 1 » 






A23-B14; 


A23-B15; 


A23-B16; 


A OO n 1 T. 


A01 "Rl ft* 






A23-B21; 


A23-B22; 


A OO OOO • 

A23-B23; 


A OO RO>l* 

A2i-D24, 


AOO RO^- 




A23-B27; 


A23-B28; 


A OO T^OA. 

A23-B29; 


AOO DO/1- 


A OO RO 1 • 


rv^ J**J9 


A23-B33; 


A23-B34; 


A OO no c. 

A23-B35; 


AOI l^OiC* 

A23-I530, 






A23-B39; 


A23-B40; 


AOO 'T^A^m 

A23-B41; 


A 01 R^O. 


A01 R^l- 




A23-B45; 


A23-B46; 


AOO OjIT. 

A23-B47; 


A01 RytQ* 


AO"^ RAQ. 




A23-B51; 


A23-B52; 


A OO TSCO . 

A23-JD5i; 






A23-B56' 


A23-B57; 


A23-B58; 




AOO D/CA. 




A23-B62- 


A23-B63; 


A23-B64; 


A OO T2iC<. 




A0VRfi7' 


A23-B68- 


A23-B69; 


A23-B70; 


A 10 TJOl • 

Azi-B/i; 


AOO R70- 


A01-R7'^' 


A23-B74; 


A23-B75; 


A23-B76; 


A 01 T500* 


AO'^ R7R* 


A0VB79* 


A23-B80' 


A23-B81; 


A23-Boz; 


A01 RQ"?* 






A23-B86: 


A23-B87; 


A OO DOO • 


AO'^ RQQ. 




A23-B91; 


A23-B92; 


A OO Tirti . 

A23-B93; 


AOO TJOA . 

A23-By4, 






A23-B97; 


A23-B98; 


A OO T>nrv. 

A23-B99; 


A na "D inn- 


AO'^-Rim- 




A23-B103: 


A23-B104; 


AOO "D 1 nc. 


AOO Tiinf\* 




A23-B108- 

_fi r * 


A23-B109; 


A23-B110; 


A oo ■Dili. 

Az3-x> 111, 


AO'^ R1 1 O- 


A23-B113; 


A23-B114; 


A23-B115; 


A23-B116; 


A23-B117; 


A23-B118; 


A23-B119; 


A23-B120; 


A23-B121; 


A23-B122; 


A23-B123; 


A23-B124; 


A23-B125; 


A23-B126; 


A23-B127; 


A23-B128; 


A23-B129; 


A23-B130; 


A23-B131; 


A23-B132; 


A23-B133; 


A23.B134; 


A23-B135; 


A23-B136; 


A23-B137; 


A23-B138; 


A23-B139; 


A23-B140; 


A23-B141; 


A23-B142; 


A23-B143; 


A23-B144; 


A23-B145; 


A23-Bi46; 


A23-B147; 


A23-B148; 


A23-B149; 


A23-B150; 


A23-B151; 


A23-B152; 
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/Vii J "Jo i -J J , 










A23-B158- 




rV^j-ID I DU, 


A9^_Rr61 • 






A23-B164- 




AOa DliC^. 


A9'?-Rl/'i7' 
/lxJ"D ID / , 






A24-B1- 






A OA RA* 


AOA RS- 


A9A-Rfi* 


A9A_R7- 


AO/1 I5Q» 




A OA R 1 fl- 


A OA_R 1 1 • 


A9A R19' 


A9A-R]'^» 


A O/l 13 1 /t • 

A24-Jd14; 


A0i4 "D 1 C 
AZ4-D1 J, 


AO/I R1/C« 


A OA "Dl '7- 


AOA Rl R» 


AOA RIO' 


A24-Jd2U; 


AO/i noi . 


A Oii ROO* 


AO/I ROI- 


A9A R9A- 


AOA R9^« 


A24-B26; 


A24-B27; 


AO/I DOO. 

A24-Jd2o; 


A O/l T>00. 


AOA ta^n. 


A O/l Rl 1 . 


A24-B32; 


A24-B33; 


A '^>1 "0*5 ^ . 

A24-B34; 


A24-B35; 


AOA O^iC* 


AOA on. 


A24-B38; 


A24-B39; 


A24-B40; 


A24-B41; 


A OA 13 AO. 

A24-D42; 


A OA DAO. 

A24-B43; 


A24-B44; 


A24-B45; 


A24-B46; 


A24-B47; 


A Hit n A o. 

A24-B48; 


AOA D Afi. 

A24-B49; 


A24-B50; 


A24-B51; 


A24-B52; 


A24-B53; 


AOA n f A . 

A24-B54; 


AOA . 

A24-B55; 


A24-B56; 


A24-B57; 


A24-B58; 


A24-B59; 


AOA n^A. 

A24-B60; 


AOA . 

A24-B61; 


A24-B62; 


A24-B63; 


A24-B64; 


A24-B65; 


A24-B66; 


A24-B67; 


A24-B68; 


A24-B69; 


A24-B70; 


A24-B71; 


A24-B72; 


A24-B73; 


A24-B74; 


A24-B75; 


A24-B76; 


A24-B77; 


AOA T>00_ 

A24-B78; 


A OA Ti OO. 

A24-B79; 


A24-B80; 


A24-B8I; 


A24-B82; 


A24-B83; 


A24-B84; 


A24-B85; 


A24-B86; 


A24-B87; 


A24-B88; 


A24-B89; 


A24-B90; 


A24-B91; 


A24-B92; 


A24-B93; 


A24-B94; 


A24-B95; 


A24-B96; 


AOA 13 AO. 

A24-B97; 


A24-B98; 


A24-B99; 


A24-B100; 


A24-B101; 


A n A f no 

A24-Bi02; 


AOA 1 rtO . 

A24-B103; 


A24-B104; 


A24-B105; 


A24-B106; 


A24-B107; 


AOA 1!> 1 t\0 . 

A24-B10o; 


AOA T3 1 An. 

A24-B 1 Oy; . 


A24-B110; 


A24-B111; 


A24-B112; 


A24-B113; 


AOA DIIA. 

A24-B114; 


AOA OII^C* 


A24-B116; 


A24-B117; 


A24-Jdi1o; 


A24-B119; 


AOA "D 1 on» 
A24-B12U; 


A OA "D 1 0 1 • 

Az4-x>lzl, 


A24-B122; 


A24-i3123; 


A O/l "D 1 OA » 


AOA D10<. 


A OA D 1 0/C» 


A OA "0 1 OO* 
AZ4-I5lZ /, 


A24-B128; 


A o /I "D 1 on. 

A24-i>izy; 


A O/l T3 1 Tfk* 


A O/l 13 1 '2 1 ' 


AOA Rl "^O- 




A '^A O 1 1A . 

A24-B134; 


AO/1 


A OA_R I "^Z?* 


AOA 


A OA_R 1 TC- 


AOA PI •JO' 

/\z*i— 131. jy. 


A 0>l 13 1 /I A> 

Az4-i5l4U, 


AO/1 /t 1 • 




A9A RIA'^* 


A9A.R1 AA> 


A9A-R1A^' 


Az4-Xil4D, 


AO/I TJI/IO' 
Az4-oi4/, 


A OA-RIAQ. 


AOA RlAO- 


A9A-R1^n- 


A9A-R1 ^1 • 


A 0>1 "Dl 


AO/1 Til ^1- 


A 0 A-R 1 SA- 


AOA R1 


A9A_R1 


A9A-'R1 S7- 

/\Z*T"i3 IJiy 


A24-B158- 


A24-B159: 


A24-B160; 


A24-B161; 


A24-B162; 


A24-B163; 


A24-B164; 


A24-B165; 


A24-B166; 


A24-B167; 


A24-B168; 


A24-B169; 


A25-B1; 


A25-B2; 


A25-B3; 


A25-B4; 


A25-B5; 


A25-B6; 


A25-B7; 


A25-B8; 


A25-B9; 


A25-B10; 


A25-B11; 


A25-B12; 


A25-B13; 


A25.B14; 


A25-B15; 


A25.B16; 


A25-B17; 


A25-B18; 


A25-B19; 


A25-B20; 


A25-B21; 


A25-B22; 


A25-B23; 


A25-B24; 
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A25-B25* 


A25-B26; 


A25-B27; 


A25-B28; 


A25-B29; 


A25-B30; 




A25-B32; 


A25-B33; 


A25-B34; 


A25-B35; 


A25-B36; 




A25-B38; 


A25-B39; 


A25-B40; 


A25-B41; 


A25-B42; 




A25-B44; 


A25-B45; 


A25-B46; 


A25-B47; 


A25-B48; 




A25-B50- 


A25-B51; 


A25-B52; 


A25-B53; 


A25-B54; 




A25-B56' 


A25-B57; 


A25-B58; 


A25-B59; 


A25-B60; 


A 0< DAI • 


A9S-R67- 


A25-B63: 


A25-B64; 


A25-B65; 


A25-B66; 


AZj-do /, 




A25-B69- 


A25-B70; 


A25-B71; 


A25-B72; 






A25-B75" 


A25-B76; 


A25-B77; 


A25-B78; 


A25-B7y; 


A0< Rfifk' 




A25-B82; 


A2S-B83; 


A25-B84; 


A25-B85; 


AO^ pO/C^ 




A25-B88; 


A25-B89; 


A25-B90; 


A25-B91; 


AO^ DOO- 




A25-B94; 


A25-B95; 


A25-B96; 


A25-B97; 




A9S-.R09' 


A25-B100; 


A25-B101; 


A25-B102; 


A25-B103; 


Ao< mriA- 




A25-B106- 

£^^m^ *VAWj 


A25-B107; 


A25-B108; 


A25-B109; 


A oil rt- 


A9^ Rl 1 1 • 

/VA-J-O illy 


A25-B112; 


A25-B113; 


A25-B114; 


A25-B115; 


AO< 121 1 A* 


A9^-R! 17* 


A25-B118: 


A25-B119; 


A25-B120; 


A25-B121; 


AO^ 'QI'^O* 


A9S_R19^- 


A25-B124- 


A25-B125; 


A25-B126; 


A25-B127; 




A9^-R19Q* 


A25-B130- 


A25-B131; 


A25-B132; 


A25-B133; 


AO< Rl'lZl* 




A25-B136: 


A25-B137; 


A25-B138; 


A25-B139; 


AO^ 1 ACi' 


A95-B141- 


A25-B142; 


A25-B143; 


A25-B144; 


A25-B145, 


A9< 


A25-B147- 


A25-B148; 


A25-B149; 


A25-B150; 


A 1 C 1!) 1 < 1 • 

A25-B1 51, 


AO^ Rl S9- 


A25-B153- 


A25-B154; 


A25-B155; 


A25-B156; 






A25-B159- 


A25-B160; 


A25-B161; 


A25-B162; 


A nc 151 




A25-B165; 


A25-B166; 


A25-B167; 


A25-B168; 




A9fi-Rl • 

/V.iO~D J. y 


A26-B2* 


A26-B3; 


A26-B4; 


A26-B5; 






A26-B8; 


A26-B9; 


A26-B10; 


A26-B11; 


AO/; P19* 


A96-B13' 


A26-B14; 


A26-B15; 


A26-B16; 


A26-B17; 




A26-B19: 


A26-B20; 


A26-B21; 


A26-B22; 


A26-B23; 




A26-B25; 


A26-B26; 


A26-B27; 


A26-B28; 


A26-B29; 


A26-B30; 


A26-B31; 


A26-B32; 


A26-B33; 


A26-B34; 


A26-B35; 


A26-B36; 


A26-B37; 


A26-B38; 


A26-B39; 


A26-B40; 


■ A26-B41; 


A26-B42; 


A26-B43; 


A26-B44; 


A26-B45; 


A26-B46; 


■ A26-B47; 


A26-B48; 


A26-B49; 


A26-B50; 


A26-B51; 


A26-B52; 


A26-B53; 


A26-B54; 


A26-B55; 


A26-B56; 


A26-B57; 


A26-B58; 


A26-B59; 


A26-B60; 


A26-B61; 


A26-B62; 


A26-B63; 


A26-B64; 


A26-B6S; 
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A OA RAA* 




A26-B68: 


A26-B69; 


A26-B70; 




A26-B71; 


A20-X5 




A26-B74: 


A26-B75; 


A26-B76; 




A26-B77; 


A2o-£>/o, 




A26-B8G- 


A26-B81; 


A26-B82; 




A26-B83; 






A26-B86* 


A26-B87; 


A26-B88; 




A26-B89; 


A26-By0, 






A26-B93; 


A26-B94; 




A26-B95; 


A26-B96; 


A OA P07- 


v *J ^ > 


A26-B99; 


A26-B100 




A26-B101; 


A26-B102; 


AOA Rlfi'^* 




A26-B105; 




A26-B106 




A26-B107; 


A26-B108; 


A O /C 13 1 AO • 


A9A Rl 10* 


A26-B111; 




A26-B112 




A26-B113; 


A26-B114; 




A9A Rl Ifi- 


A26-B117; 




A26-B118 




A26-B119; 


A26-B120; 


A OiC O 1 O 1 . 

Azo-r>lzl; 


A9A R199' 
AZO'DIZZ, 


A26-B123; 




A26-B124 




A26-B125; 


A26-B126; 


A26-Bi27; 


A0< Til 952' 
AZO-JtJiZO, 


A26-B129; 




A26-B13Q 


; 


A26-B131; 


A26-B132; 


A2o-B13j; 


A OA "Rl "^d' 
AZO-J3lJ'l, 


A26-B135 




A26-B136 




A26-B137; 


A26-B138; 


A26-B139; 


AO/: m^lA- 


A26^14l 




A26-B142 


• 


A26-B143; 


A26-B144; 


A26-B145; 


AO<C DIAA* 


A26^B147 




A26-B148 


!; 


A26-B149; 


A26-B150; 


A26-B151; 


A OiC T5 1 'JO* 


A26-B153 




A26-B154 


V, 


A26-B155; 


A26-B156; 


A26-B157; 


A OiC D1 ^ft* 


A26-B159 




A26-B16C 


); 


A26-B161; 


A26-B162; 


A26-B163; 


A OiC D 1 AA> 


A26-B165 




A26-B16i 




A26-B167; 


A26-B168; 


A26-Blo9; 


A oo n 1 • 


A27-B2; 


A27-B3; 


A27-B4; 


A27-B5; 


A27-B6; 


Aoo Tin* 


A27-B8; 


A27-B9; 


A27-B10; 


A27-B11; 


A27-B12; 


AOO "Rl "X' 


A27-B14; 


A27-B15; 


A27-B16; 


A27-B17; 


A27-B16; 


AZ /-Diy, 


A27-B20; 


A27-B21; 


A27-B22; 


A27-B23; 


A27-B24; 


A07 "R9^« 


A27-B26; 


A27-B27; 


A27-B28; 


A27-B29; 


A2 /-B3U; 


A 97 R*^! • 


A27-B32; 


A27-B33; 


A27-B34; 


A27-B35; 


A2/-D30, 


A97-R'^7' 


A27-B38; 


A27-B39; 


A27-B40; 


A27-B41; 


A IT D^O* 

A2 /-l54Z, 


A97-R4"^' 


A27-B44; 


A27-B45; 


A27-B46; 


A27-B47; 


A2 /-i>4o, 


A97-R40' 


A27-B50; 


A27-B51; 


A27-B52; 


A27-B53; 


A07 Tl^A' 


A97-R55* 


A27-B56; 


A27-B57; 


A27-B58; 


A27-B59; 


AZ /-DDU, 


A27-B61- 


A27-B62; 


A27-B63; 


A27-B64; 






A27-B67; 


A27-B68; 


A27-B69; 


A27-B70; 


A27-B71; 


A27-B72; 


A27-B73; 


A27-B74; 


A27-B75; 


A27-B76; 


A27-B77; 


A27-B78; 


A27-B79; 


A27-B80; 


A27-B81; 


A27-B82: 


A27-B83; 


A27-B84; 


A27-B85; 


A27-B86; 


A27-B87; 


A27-B88; 


A27-B89; 


A27-B90; 


A27-B91; 


A27-B92; 


A27-B93; 


A27-B94; 


A27-B95; 


A27-B96; 


A27-B97; 


A27-B98; 


A27-B99; 


A27-B100; 


A27-B101; 


A27-B102; 


A27-B103; 


A27-B104; 


A27.B105; 


A27-B106; 



wo 03/035065 



PCT/GB02/04763 



-132- 



A27-B107; 


A27-B108; 


A27-B109; 


A27-B110; 


A27-B111; 


A27rB112; 


A77-B113* 


A27-B114- 


A27-B115; 


A27-B116; 


A27-B117; 


A27-B118; 




A27-B120' 


A27-B121; 


A27-B122; 


A27-B123; 


A27-B124; 


A97-R125* 


A27-B126- 


A27-B127; 


A27-B128; 


A27-B129; 


A27-B130; 


A97-Rni • 


A27-B132' 


A27-B133; 


A27-B134; 


A27-B135; 


A27-B136; 


A97-R1 "^T* 




A27-B139; 


A27-B140; 


A27-B141; 


A27-B142; 


/VZ /-JDI'tJ, 




A27-B145; 


A27-B146; 


A27-B147; 


A27-B148; 






A27-B151; 


A27-B152; 


A27-B153; 


A27-B154; 




A77-Rl^/i- 


A27-B157' 


A27-B158; 


A27-B159; 


A27-B160; 




AZ / *JD 1 UZ] 


A27-.B163' 


A27-B164; 


A27-B165; 


A27-B166; 


A27-Blo7, 


A77 R1#^R* 




A28-B1; 


A28-B2; 


A28-B3; 


A28-B4; 


A7Q n^* 


AZO**J9wf 


A28-B7; 


A28-B8; 


A28-B9; 


A28-B10; 


AOQ T>1 1 • 




A28-B13' 


A28-B14; 


A28-B15; 


A28-B16; 


AOQ m7« 




A28-B19- 


A28-B20; 


A28-B21; 


A28-B22; 


A 90 n7^' 


A9R-R94- 


A28-B25' 


A28-B26; 


A28-B27; 


A28-B28; 


A OQ T30Q- 

AZo-UjcV, 


A9R-R'^fl' 


A28-B31- 


A28-B32; 


A28-B33; 


A28-B34; 


AOQ nic* • 




A28-B37* 


A28-B38; 


A28-B39; 


A28-B40; 


AOQ 13i4l • 


A9R R4.9- 


A28-B43* 

A./ 1 w y 


A28-B44; 


A28-B45; 


A28-B46; 


A OC T3/t7* 

AZo-r>4 / , 




A28-B49: 


A28-B50; 


A28-B51; 


A O O TJ CO . 

A28-B52, 


A7C 


A98-R54- 


A28-B55: 


A28-B56; 


A28-B57; 


A28-i>3o; 


AOQ n<o* 


A9R-R60' 

/l^O'A^W} 


A28-B61: 


A28-B62; 


A28-B63; 




AOQ R/;^> 


A28-B66' 


A28-B67; 


A28-B68; 


A28-B69; 




A7R-R71 • 
AZO-'D / 1 J 


A28-B72* 


A28-B73; 


A28-B74; 


A28-B75; 


Ax<$-tS /O, 


A7R R77- 


A28-B78- 


A28-B79; 


A28-B80; 


A28-B81; 


A9fi RSO- 
A-io-DoZ, 




A28-B84; 


A28-B85; 


A28-B86; 


A28-B87; 




A9R-R8Q' 


A28-B90; 


A28-B91; 


A28-B92; 


A28-B93; 




A9R-R95' 


A28-B96; 


A28-B97; 


A28-B98; 


A28-B99; 


A7R "RinO- 




A28-B102; 


A28-B103; 


A28-B104; 


A28-B105; 




A28-B107: 


A28-B108; 


A28-B109; : 


A28-B110; 


A28-B111: 


A28-B112; 


A28-B113; 


A28-B114; 


A28-B115; 


A28-B116; 


A28-B117; 


A28-B118; 


A28-B119; 


A28-B120; 


A28-B121; 


A28-B122; 


A28-B123; 


A28-B124; 


A28-B125; 


A28-B126; 


A28-B127; 


A28-B128; 


A28-B129; 


A28-B130; 


A28-B131; 


A28-B132; 


A28-B133; 


A28-B134; 


A28-B13S; 


A28-B136; 


A28-B137; 


A28-B138; 


A28-B139; 


A28-B140; 


A28-B141; 


A28-B142; 


A28-B143; 


A28-B144; 


A28-B145; 


A28-B146; 


A28-B147; 
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A28-B149; 


A28-B150; 


A28-B151; 


A28-B152; 


A28-B153; 




A28-B155; 


A28-B156; 


A28-B157; 


A28-B158; 


A28-B159; 




A28-B161- 


A28-B162; 


A28-B163; 


A28-B164; 


A28-B165; 




A28-B167- 


A28-B168; 


A28-B169; 


A29-B1; 


A29-B2; 


A9Q Tl'X- 




A29-B5; 


A29-B6; 


A29-B7; 


A29-B8: 


A OQ "DO* 




A29-B11; 


A29-B12; 


A29-B13; 


A29-B14; 






A29-B17; 


A29-B18; 


A29-B19; 


A29-B20; 


A on "DO 1 . 






A29-B24; 


A29-B25; 


A29-B26; 


A ■D'>'7. 


A 90 P9R- 


A29-B29; 


A29-B30; 


A29-B31; 


A29-B32; 


A29-B33; 




A9Q-B35' 


A29-B36; 


A29-B37; 


A29-B38; 


A29-B39; 


Axy-Jo^U, 




A29-B42; 


A29-B43; 


A29-B44; 


A29-B45; 


A no xxA^* 


A90-R47- 


A29-B48: 


A29-B49; 


A29-B50; 


A29-B51; 


A OO 'D^'>« 




A29-B54: 


A29-B55; 


A29-B56; 


A29-B57; 


A2y-JDJo, 


A90-*R^0- 


A29-B60: 


A29-B61; 


A29-B62; 


A29-B63; 


A 

A2y-l504, . 




A29-B66" 


A29-B67; 


A29-B68; 


A29-B69; 


A OQ UTO. 

A2y-l>7U, 


A90-R71- 

/ J. > 


A29-B72; 


A29-B73; 


A29-B74; 


A29-B75; 


A29-j37o; 


A 90-^77- 


A2Q-B78* 


A29-B79; 


A29-B80; 


A29-B81; 






A29-B84; 


A29-B85; 


A29-B86; 


A29-B87; 






A29-B90: 


A29-B91; 


A29-B92; 


A29-B93; 






A29-B96; 


A29-B97; 


A29-B98; 


A29-B99; 


A OQ Q 1 Art- 




A29-B102: 


A29-B103; 


A29-B104; 


A n rv 1 AC . 

A29-B105; 


Aoo pin<^* 


A9Q-B107* 


A29-B108; 


A29-B109; 


A29-B110; 


A29-olll; 


AOQ.m 19- 




A29-B114; 


A29-B115; 


A29-B116; 






A29-B119: 


A29-B120; 


A29-B121; 


A29-B122; 


AIQ 


A 90 R194- 


A29-B125: 


A29-B126; 


A29-B127; 


A29-B128; 






A29-B131; 


A29-B132; 


A29-B133; 


A29-B134; 






A29-B137; 


A29-B138; 


A29-B139; 


A29-B140; 






A29-B143; 


A29-B144; 


A29-B145; 


A29-B146; 


AOQ P1zl7* 


A29-B148* 


A29-B149; 


A29-B150; 


A29-B151; 


A29-B152; 


A29-B153; 


A29-B154; 


A29-B155; 


A29-B156; 


A29-B157; 


A29-B158; 


A29-B159; 


A29-B160; 


A29-B161; 


A29-B162; 


A29-B163; 


A29-B164; 


A29-B165; 


A29-B166; 


A29-B167; 


A29-B168; 


A29-B169; 


A30-B1; 


A30-B2; 


A30-B3; 


A30-B4; 


A30-B5; 


A30-B6; 


A30-B7; 


A30-B8; 


A30-B9; 


A30-B10; 


A30-B11; 


A30-B12; 


A30-B13; 


A30-B14; 


A30-B15; 


A30-B16; 


A30-B17; 


A30-B18; 


A30-B19; 
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A30-B20; 


A30-B21; 


A30-B22; 


A30-B23; 


A30-B24; 


A30-B25; 


A30-B26; 


A3.0-B27; 


A30-B28; 


A30-B29; 


A30-B30; 


A30-B31; 


A30-B32; 


A30-B33; 


A30-B34; 


A30-B35; 


A30-B36; 


A30-B37; 


A30-B38; 


A30-B39; 


A30-B40; 


A30-B41; 


A30-B42; 


A30-B43; 


A30-B44; 


A30-B45; 


A30-B46; 


A30-B47; 


A30-B48: 


A30-B49; 


A30-B50; 


A30-B51; 


A30-B52; 


A30-B53; 


A30-B54; 


A30-B55; 


A30-B56; 


A30-B57; 


A30-B58; 


A30-B59; 


A30-B60; 


A30-B61; 


A30-B62: 


A30-B63; 


A30-B64; 


A30-B65; 


A30-B66; 


A30-B67; 


A30-B68' 


A30-B69; 


A30-B70; 


A30-B71; 


A30.B72; 


A30-B73; 


A30-B74; 


A30-B75; 


A30-B76; 


A30-B77; 


A30-B78; 


A3(KB79; 




A30-B81; 


A30-B82; 


A30-B83; 


A30-B84; 


A30-B8S; 


A'%O.B86- 


A30-B87; 


A30-B88; 


A30-B89; 


A30-B90; 


A30-B91; 




A30-B93: 


A30-B94; 


A30-B95; 


A30-B96; 


A30-B97; 




A30-B99: 


A30-B100; 


A30-B101; 


A30-B102; 


A30-B103; 




A30-B105: 


A30-B106; 


A30-B107; 


A30-B108: 


A30-B109; 


A10-R1 10- 


A30-B111; 


A30-B112; 


A30-B113; 


A30-B114; 


A30-B115; 


A^O-Rl 16* 


A30-B117; 


A30-B118; 


A30-B119; 


A30-B120; 


A30-B121; 


A'^O-RI?'?- 

J. , 


A30-B123; 


A30-B124; 


A30-B125; 


A30-B126; 


A30-B127; 




A30-B129: 


A30-B130; 


A30-B131; 


A30-B132; 


A30-B133; 




A30-B135; 


A30-B136; 


A30-B137; 


A30-B138; 


A30-B139; 


A50-B140- 


A30-B141; 


A30-B142; 


A30-B143; 


A30-B144; 


A30-B145; 




A30-B147; 


A30-B148; 


A30-B149; 


A30-B150; 


A30-B151; 


A30-B152* 


A30-B153; 


A30-B154; 


A30-B155; 


A30-B156; 


A30-B157; 


A30-B158- 


A30-B159; 


A30-B160; 


A30-B161; 


A30-B162; 


A30-B163; 


A30-B164: 


A30-B165; 


A30-B166; 


A30-B167; 


A30-B168; 


A30-B169; 


A31-B1; 


A31-B2; 


A31-B3; 


A31-B4; 


A31-B5; 


A31-B6; 


A31-B7; 


A31-B8; 


A31-B9; 


A31-B10; 


A31-B11; 


A31-B12; 


A31-B13; 


A31-B14; 


A31-B15; 


A31-B16; 


A31-B17; 


A31-B18; 


A31-B19; 


A31-B20; 


A31-B21; 


A31-B22; 


A31-B23; 


A31-B24; 


A31-B25; 


A31-B26; 


A31-B27; 


A31-B28; 


A31-B29; 


A31-B30; 


A31-B31; 


A31-B32; 


A31-B33; 


A31-B34: 


A31-B35; 


A31-B36; 


A31-B37; 


A31-B38; 


A31-B39; 


A31-B40; 


A31-B41; 


A31-B42; 


A31-B43; 


A31-B44; 


A31-B45; 


A31-B46: 


A31-B47; 


A31-B48; 


A31-B49; 


A31-B50; 


A31-B51; 


A31-B52; 


A31-B53: 


A31-B54; 


A31-B55; 


A31-B56; 


A31-B57; 


A31-B58; 


A31-B59; 


A31-B60; 
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A31-B61: 


A31-B62; 


A31-B63; 


A31-B64; 




A31-B65; 


A31-B66; 


A31-B67: 


A31-B68; 


A31-B69; 


A31-B70. 




A31-B71; 


A31-B72; 


A31-B73; 


A31-B74; 


A31-B75; 


A31-B76 




A31-B77; 


A31-B78; 


A31-B79; 


A31-B80; 


A31-B81; 


A31-B82 




A31-B83; 


A31-B84; 


A31-B85; 


A31-B86- 


A31-B87; 


A31-B88 




A31-B89; 


A31-B90; 


A31-B91; 


A31-B92; 


A31-B93; 


A31-B94 




A31.B95; 


A31-B96; 


A31-B97; 




A31-B99; 


A31-B100; 


A31-B101; 


A31-B102; 


A31-B103; 




A^l-B104- 


A31-B105; 


A31-B106; 


A31-B107; 


A31-B108; 


A31-B109; 






A31-B111; 


A31-B112; 


A31-B113; 


A31-B114; 


A31-B115; 






A31-B117; 


A31-B118; 


A31-B119; 


A31-B120; 


A31-B121; 






A31-B123- 


A31-B124; 


A31-B125; 


A31-B126; 


A31-B127 






A31-B129' 


A31-B130; 


A31-B131; 


A31-B132; 


A31-B133 






A51-B135' 


A31-B136: . 


A31-B137; . 


A31-B138; 


A31-B139 






A31-B141* 


A31-B142; 


A31-BI43; 


A31-B144; 


A31-B145 




All 




A31-B148; 


A31-B149; 


A31-B150; 


A31-B151 




A^l "RI^O* 




A31-B154; 


A31-B155; 


A31-B156; 


A31-B157 






A31-B159' 


A31-B160; 


A31-B161; 


A31-B162; 


A31-B163 








A31-B166; 


A31-B167; 


A31-B168: 


A31-B169 




A 19 pi. 




A32-B3; 


A32-B4; 


A32-B5; 


A32-B6; 


/\JZ-D / , 


A32-B8' 


A32-B9; 


A32-B10; 


A32-B11; 


A32-B12; 




A32-B14: 


A32-B15; 


A32-B16; 


A32-B17; 


A32-B18; 




A32-B20' 


A32-B21; 


A32-B22; 


A32-B23; 


A32-B24; 




A32-B26' 


A32-B27; 


A32-B28; 


A32-B29; 


A32-B30; 




A32-B32; 


A32-B33; 


A32-B34; 


A32-B35; 


A32-B36; 


A'^2-B57' 


A32-B38; 


A32-B39; 


A32-B40; 


A32-B41; 


A32-B42; 


A32-B43- 


A32-B44; 


A32-B45; 


A32-B46; 


A32-B47; 


A32-B48; 


A32-B49* 


A32-B50; 


A32-B51; 


A32-B52; 


A32-B53; 


A32-B54; 


A32-B55; 


A32-B56; 


A32-B57; 


A32-B58; 


A32-B59; 


A32-B60; 


A32-B61; 


A32-B62; 


A32-B63; 


A32-B64; 


A32-B65; 


A32-B66; 


A32-B67; 


A32-B68; 


A32-B69; 


A32-B70; 


A32-B71; 


A32-B72; 


A32-B73; 


A32-B74; 


A32-B75; 


A32-B76; 


A32-B77; 


A32-B78; 


A32-B79; 


A32-B80; 


A32-B81; 


A32-B82; 


A32-B83; 


A32-B84; 


A32-B85; 


A32-B86; 


A32-B87; 


A32-B88; 


A32-B89; 


A32-B90; 


A32-B91; 


A32-B92; 


A32-B93; 


A32-B94; 


A32-B95; 


A32-B96; 


A32-B97; 


A32-B98; 


A32-B99; 


A32-B100; 


A32-B101; 
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A3'? -B 102; 


A32-B103; 


A32-B104; 


A32-B105; 


A32-B106; 


A32-B107; 


A32-B108* 


A32^B109; 


A32-B110; 


A32-B111; 


A32-B112; 


A32-B113; 


A32-B114' 


A32-B115; 


A32-B116; 


A32-B117; 


A32-B118; 


A32-B119; 




A32-B121; 


A32-B122; 


A32-B123; 


A32-B124; 


A32.B125; 




A37.B127' 


A32-B128; 


A32-B129; 


A32-B130; 


A32-B131; 




A32-B133' 


A32-B134; 


A32-B135; 


A32-B136; 


A32-B137; 


A "10 III "^C' 


A32-B139- 


A32-B140; 


A32-B141; 


A32-B142; 


A32-B143; 






A32-B146: 


A32-B147; 


A32-B148; 


A32-B149; 






A32-B152- 


A32-B153; 


A32-B154; 


A32-B155; 


A32-Jd1 jD, 




A32-B158* 


A32-B159; 


A32-B160; 


A32-B161; 


A32-B10Z, 




A32-B164' 


A32-B165; 


A32-B166; 


A32-B167; 


A32-B165; 




A^'5-B 1 • 

O A ) 


A33-B2; 


A33-B3; 


A33-B4; 


All TkC * 

A33-B5; 




A^VB7* 


A33-B8; 


A33-B9; 


A33-B10; 


A33-B11; 




A'^VR13' 


A33-B14; 




A33-B15; 


A33-B16; 


A33-B17; 


Aaa Rl 


A'^5-R19' 


A33-B20; 




A33-B21; 


A33-B22; 


A33-B23; 




A'%'^_R75- 


A33-B26; 




A33-B27; 


A33-B28; 


A33-B29; 


All 'Din* 


A-l-^.R^l- 


A33-B32; 




A33-B33; 


A33-B34; 


A33-B35; 




J\JD jL>J I ) 


A33-B38; 




A33-B39; 


A33-B40; 


A33-B41; 


All R/IO* 




A33-B44; 




A33-B45; 


A33-B46; 


A33-B47; 






A33-B50, 




A33-B51; 


A33-B52; 


All • 

A33-B53, 






A33-B56, 




A33-B57; 


A33-B58; 






A33-B61' 


A33-B62 




A33-B63; 


A33-B64; 


A33-DOJ, 




A33-B67- 


A33-B68 




A33-B69; 


A33-B70; 


A33-B71; 


A'^'^-R79* 


A33-B73; 


A33-B74 




A33-B75; 


A33-B76; 


A33-B77; 




A33-B79; 


A33-B80 




A33-B81; 


A33-B82; 


A33-B83; 




A33-B85; 


A33-B86 




A33-B87; 


A33-B88; 


A33-B89; 


A33-B90; 


A33-B91; 


A33-B92 




A33-B93; 


A33-B94; 


A33-B95; 


A33-B96; 


A33-B97; 


A33-B98 




A33-B99; 


A33-B100; 


A33-B101; 




A33-B102: 


A33-B103; 




A33-B104, 




A33-B105; 




A33-B106; 


A33-B107, 




A33-B108; 


A33-B109; 




A33-B110 




A33-B111; 




A33-B112; 


A33-B113 




A33-B114; 


A33-B115, 




A33-B116 




A33-B117 




A33-B118; 


A33-B119 




A33-B120; 


A33-B121 




A33-B122 




A33-B123 




A33-B124: 


A33-B125 




A33-B126; 


A33-B127 




A33-B128 




A33-B129 




A33-B130; 


A33-B131 




A33-B132; 


A33-B133 




A33-B134 




A33-B135 




A33-B136; 


A33-B137 




A33-B138; 


A33-B139 




A33-B140 




A33-B141 




A33-B142; 
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A33-B144; 


A33-B145; 


A33-B146; 


A33-B147; 


A33-B148; 


All RMO- 




A33-B151; 


A33-B152; 


A33-B153; 


A33.B154; 






A33-B157; 


A33-B158; 


A33-B159; 


A33-B160; 


Ajj-D lOi, 




A33-B163- 


A33-B164; 


A33-B165; 


A33-B166; 








A34-BI; 


A34-B2; 


A34.B3; 


A1A HA* 




A34-B6; 


A34-B7; 


A34-B8; 


A34-B9; 


A34-B10; 


A-34~D 11) 




A34-B13; 


A34-B14; 


A34-B15; 


A34-Blo; 






A34-B19; 


A34-B20; 


A34-B21; 


A34-B22; 


A 1A Vill' 




A34-B25* 


A34-B26; 


A34-B27; 


A34-B28; 






A34-B31' 


A34-B32; 


A34-B33; 


A34-B34; 


A34-1535, 


A'SA R1A» 




A34-B38; 


A34-B39; 


A34-B40; 


A34-B41; 




A^4-R43« 


A34-B44; 


A34-B45; 


A34-B46; 


A34-B47; 


AJ4-I>4o, 




A34-B50; 


A34-B51; 


A34-B52; 


A34-B53; 


K1A tK/l* 

A34-t>D4, 


A^A^RS^' 


A34-B56- 


A34-B57; 


A34-B58; 


A34-B59; 


A34-DOU, 


A^A^R^I* 


A34-B62- 

aVip'~ MJ\J^j 


A34-B63; 


A34-B64; 


A34-Bo5; 




A'^A-R/;7' 


A34-B68* 


A34-B69; 


A34-B70; 


A34-B71; 


A34-D/Z, 


K1A T>7-a. 




A34-B75; 


A34-B76; 


A34-B77; 


A1A R7ft« 




A34-B80* 


A34-B81; 


A34-B82; 


A34-B83; 


A 

Aj4-£>o4, 


A'lA-RRS* 


A34-B86- 


A34-B87; 


A34-B88; 


A34-Boi^, 






A34-B92; 


A34-B93; 


A34-B94; 


A34-Joy!>; 


A^A RO/?- 


A34-B97- 


A34-B98; 


A34-B99; 


A34-B100; 


A 1A D1 A1 . 


AOA-RinO' 


A34-B103* 


A34-B104; 


A34-B105; 


A34-B106; 


A Oil d f\n* 


A a/iRl OR* 


A'^4-B109* 


A34-B110; 


A34-B111; 


A34->B112; 


A 1A T51 1 'l- 


A-^A-Rl 14- 


A34-B115: 

A*— A A } 


A34-B116; 


A34-B117; 


A34-Bllo; 


A1A nil Q* 




A34-B121: 


A34-B122; 


A34-B123; 


A34-B124; 


A ri/l R19^* 


A';4-R106- 


A34-B127: 


A34-B128; 


A34-B129; 


A34-D13U, 


A'^A-RI "^1 • 
AJ'HJDl J 1, 


A34-B132- 


A34-B133; 


A34-B134; 


A34-B135; 


A34-£>1j05 




A34-B138* 


A34-B139; 


A34-B140; 


A34-B141; 






A34-B144; 


A34-B145; 


A34-B146; 


A34-B147; 


A34-B148; 


A34-B149; 


A34-B150; 


A34-B151; 


A34-B152; 


A34-B153; 


A34-B154; 


A34-B155; 


A34-B156; 


A34-B157; 


A34-B158; 


A34-B159; 


A34-B160; 


A34-B161; 


A34-B162; 


A34-B163; 


A34-B164; 


A34-B165; 


A34-B166; 


A34-B167; 


A34-B168; 


A34-B169; 


A35-B1; 


A35-B2; 


A35-B3; 


A35-B4; 


A35-B5; 


A35-B6; 


A35-B7; 


A35-B8; 


A35-B9; 


A35-B10i 


A35-B11; 


A35-B12; 


A35-B13; 


A35-B14; 
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A35-B16' 


A35-B17; 


A35-B18; 


A35-B19; 


A35-B20; 




A35-B22' 


A35-B23; 


A35-B24; 


A35-B25; 


A35-B26; 






A35-B29; 


A35-B30; 


A35-B31; 


A35-B32; 




-TXJ J"15 


A35-B35- 


A35-B36; 


A35-B37; 


A35-B38; 






A35-B41; 


A35-B42; 


A35-B43; 


A35-B44; 






A'^^-R47* 


A35-B48; 


A35-B49; 


A35-B50; 


A 1 c 13 <r 1 • 
A35-r5M; 


AO^ "R^O* 


Al^-R53* 


A35-B54; 


A35-B55; 


A35.B56; 


A T C OCT. 

A35-B57; 


Aj J-D^O, 




A35-B60; 


A35-B61; 


A35-B62; 


A35-B63; 


A1< 


A'^^^.R^S* 


A35-B66- 


A35-B67; 


A35-B68; 


A35-B69; 


A DTH- 

A3j-r>/U, , 


AJ J-J5 /X, 


A'^5-B72' 


A35-B73; 


A35-B74; 


A35-B75; 


A "* C D'?/^. 


A "IS 'R77- 


A'^S-R78* 


A35-B79; 


A35-B80; 


A35-B81; 


A35-Bo2; 


Ajj-JDoj, 




A35-B85: 


A35-B86; 


A35-B87; 


A35-B8o; 


A3D-J5oy, 




A35-B91; 


A35-B92; 


A35-B93; 


A35-B94; 






A35-B97* 


A35-B98; 


A35-B99; 


A35-B100; 


A 7< m /II • 




A35-B103- 


A35-B104; 


A35-B105; 


A35-B10o; 


AK "I>1A7« 

A3r>-UlU/, 




A35-B109' 


A35-B110; 


A35-B111; 


A35-B112; 


AK m 1 7* 




A35-B115; 


A35-B116; 


A35-B117; 


A35-Bllo; 


AJ J-D 1 1"» 




A35-B121; 


A35-B122; 


A35-B123; 


A35-B124; 


A1^ R 1 




A35-B127' 


A35-B128; 


A35-B129; 


A o c 'D 1 in* 




A^5.R132* 


A35-B133; 


A35-B134; 


A35-B135; 


A 1 C "D 1 KC. 

A35-B130, 


A1<; Rl'^7' 
A-JJ-Dl J /, 




A35-B139; 


A35-B140; 


A35-B141; 


A3 j-i5i*t^, 




A35-B144' 


A35-B145; 


A35-B146; 


A35-B147; 


Aa« 'Dl/lfi* 




A35-B150' 


A35-B151; 


A35-B152; 


A35-B153; 


AK 131 


A'^f-RI^^* 


A35-B156* 


A35-B157; 


A35-B158; 


A35-B159; 


AjJ-DlOw, 




A35-B162- 


A35-B163; 


A35-B164; 






A35-B167' 


A35-B168; 


A35-B169; 


A36-B1; 






A36-B4; 


A36-B5; 


A36-B6; 


A36-B7; 






A36-B10: 


A36-B11; 


A36-B12; 


A36-B13; 


AO^ Til /!♦ 




A36-B16- 


A36-B17; 


A36-B18; 


A36-B19; 


A36-B20; 


A36-B21; 


A36-B22; 


A36-B23; 


A36-B24; 


A36-B25; 


A36-B26; 


A36-B27; 


A36-B28; 


A36.B29; 


A36-B30; 


A36-B31; 


A36-B32; 


A36-B33; 


A36-B34; 


A36-B35; 


A36-B36; 


A36-B37; 


A36-B38; 


A36-B39; 


A36-B40; 


A36-B41; 


A36-B42; 


A36-B43; 


A36-B44; 


A36-B45; 


A36-B46; 


A36-B47; 


A36-B48; 


A36-B49; 


A36-B50; 


A36-B51; 


A36-B52; 


A36-B53; 


A36-B54; 


A36-B55; 
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A36-B56- 


A36-B57; 


A36-B58; 


A36-B59; 


A36-B60; 


A36-B61; 


A36-B62- 


A36-B63; 


A36-B64; 


A36-B65; 


A36-B66; 


A36-B67; 


A'i6-B68- 


A36-B69; 


A36-B70; 


A36-B71; 


A36-B72; 


A36-B73; 


A'?6-B74- 


A36-B75; 


A36-B76; 


A36-B77; 


A36-B78; 


A36-B79; 


JL/OV/j 


A36-B81- 


A36-B82; 


A36-B83; 


A36-B84; 


A36-B85; 




A36-B87- 


A36-B88; 


A36-B89; 


A36-B90; 


A36.B91; 


A'^A "R09- 


A36-B93- 


A36-B94; 


A36-B95; 


A36-B96; 


A36-B97; 




A'^6-B99- 


A36-B100; 


A36-B101; 


A36-B102; 


A36-B103; 


AJO-X> 1 UH-, 




A36-B106' 


A36-B107: 


A36-B108; 


A36-B109; 


A l^i 15 1 1 n« 

AJo-Jt>l lU, 


/\ JO—D ill) 


A36-B1P' 


A36-B113; 


A36-B114; 


A36-B115; 


121 1 /C* 

A3d-o1 10, 


A'^A-RI 17- 

/\ J V-J3 11/, 


A36-B118- 


A35-B119; 


A36-B120; 


A36-B121; 


A Oil "D 1 00« 


A'^A R17'^' 




A36-B125* 


A36-B126; 


A36-B127; 


A36-B125; 


A a< R170« 




A36-B131* 


A36-B132; 


A36-B133; 


A36-Bi34; 






A36^B137- 


A36-B138; 


A36-B139; 


A30-B140; 






A36-B143' 


A36-B144; 


A36-B145; 


A36-B146; 


A 1 A7« 
A30-I$l*fr/, 




«k^v^AJ A~^j 


A36>B150; 


A36-B151; 


A30-B152; 






A36-B155- 


A36-B156; 


A36-B157; 


A 13 1 CO* 


A Oi; R1 SO- 




A36-B161: 


A36-B162; 


A36-B163; 


A36-Blo4; 


A '2/; p 1 


A'^fi-Rlfifi* 


A36-B167- 


A36-B168; 


A36-B169; 


A37-B1; 


A 17 RO- 


A'17,R3» 


A37-B4; 


A37-B5; 


A37-B6; 


Kin Tin * 


A17«RR* 
/-l3o. 


A57-B9' 


A37-B10; 


A37-B11; 


A37--B12; 




A77 Rlil- 


A37-B15* 


A37-B16; 


A37-B17; 


A37-Bi8; 


Kin 121 0* 


A'^7-R9n- 


A37-B21' 


A37-B22; 


A37-B23; 


A37-B24; 




A17-R76' 


A37-B27; 


A37-B28; 


A37-B29; 


A37-B30; 


An pll. 




A37-B33: 


A37-B34; 


A37-B35; 


A37-B36; 




A37-B38- 


A37-B39; 


A37-B40; 


A37-B41; 


A37-B42; 


A in r^Al- 


A37-.B44; 


A37-B45; 


A37-B46; 


A37-B47; 


A37-B48; 




A37.B50' 


A37-B51; 


A37-B52; 


A37-B53; 


A37-B54; 




A37-B56; 


A37-B57; 


A37-B58; 


A37-B59; 


A37-B60; 


A37-B61; 


A37-B62; 


A37-B63; 


A37-B64; 


A37-B65; 


A37-B66; 


A37-B67; 


A37-B68; 


A37-B69; 


A37-B70; 


A37-B71; 


A37-B72; 


A37-B73; 


A37-B74; 


A37-B75; 


A37-B76; 


A37-B77; 


A37-B78; 


A37-B79; 


A37-B80; 


A37-B81; 


A37-B82; 


A37-B83; 


A37-B84; 


A37-B85; 


A37-B86; 


A37-B87; 


A37-B88; 


A37-B89; 


A37-B90; 


A37-B91; 


A37-B92; 


A37-B93; 


A37-B94; 


A37-B95; 


A37-B96; 
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A37-B99; 


A37-B100; 


A37-B101; 


A37.B102; 


A 17 Pll 0'^- 




A37-B105- 


A37-B106; 


A37-B107; 


A37-B108; 






A37-B111; 


A37-B112; 


A37-B113; 


A37-B114; 


A 17 HI 1 ^« 




A37-B117; 


A37-B118; 


A37-B119; 


A37-B120; 




AO*? R197- 




A37-B124; 


A37-B125; 


A37-B126; 


A37-bli/, 


A'^7 9R' 


A'^7-R129- 


A37-B130* 


A37-B131; 


A37-B132; 


A37-B133; 


A 77 R1 'XA' 


A77-R1 7S- 
rvj /"•Jj 1^^, 


A37-B136- 


A37-B137; 


A37-B138; 


An "D 1 ^ A« 

A37-B139; 


A 17 P l/lfl- • 




A37-B142' 

a\J 1 U A~X.j 


A37-B143; 


A37-B144; 


A37-B145; 


An D 1 
A3 /-B 14d, 


A 17-^1 47- 


A17_R14«« 


A37-B149; 


A37-B150; 


A37-B151; 


A37-Bl!>z; 


A 17 Rl ^1- 
A_> /-Dl JJ, 


A17.R1S4- 


A37-B155: 


A37-B156; 


A37-B157; 


A 1*7 O 1 CQ. 

A37-B15o; 


A 17 "R 1 ^0* 


A17.R160' 


A37-B161- 


A37-B162; 


A37-B163; 


A37-Blo4; 


A 1*7 m 


A17 


A37-B167* 


.A37-B168; 


A37-B169; 


A38-B1; 


A10 no- 


AIR R1* 


A38-B4- 


A38-B5; 


A38-B6; 


k. *%ty "0*7. 

A35-B7; 


A1Q DQ* 






A38-B11; 


A38-B12; 


A38-B13; 


A 1Q Ol yt< 


AIR Rl^- 


/VJ O aJ a V j 


A38-B17; 


A38-B18; 


A38-B19; 


A 10 nO/^. 

A3o-BzU; 


AIR R71- 


A7R-R27* 


A38-B23; 


AS8-B24; 


A38-B25; 


A3o-i>zo; 


AIR R77' 


A1R-R'?R' 

/A—JO UwO) 


A38-B29; 


A38-B30; 


A38-B31; 


A OO Tin- 


A12 "Rl^- 


A^8-B34- 


A38-B35; 


A38-B36; 


A38-B37; 


A 1Q I51C- 


AIR R1Q- 


A^8-B40- 


A38-B41; 


A38-B42; 


A38-B43; 


A 10 TiAA' 


A1R-Rd.S- 


A^8-B46' 

jV>J tJ A«y» V j 


A38-B47; 


A38-B48; 


A38-B49; 


A1C Ti^n* 




A38-B52* 


A38-B53; 


A38-B54; 


A36-B35; 


A IS "R^A- 
AJO-X5-)0, 


A1R.RS7' 


A38-B58- 


A38-B59; 


A38-B60; 


A38-Bol, 


AIR R/%7* 




A38-B64- 


A38-B65; 


A38-B66; 


A 10 "D/CT* 

A3o-Bo/, 


A1R-R/^R- 




A38-B70; 


A38-B71; 


A38-B72; 


A 1C T171» 




A38-B75; 


A38-B76; 


A38-B77; 


A38-B76; 


A1Q 'n70' 

Ajo-xJ/y, 


Alfi^RRO- 


A38-B8r 

A->UAj 


A38-B82; 


A38-B83; 


A3o-B84; 


A10 PQ^' 




A38-B87- 


A38-B88; 


A38-B89; 


A3o-r>yu; 


AIR R01 • 


A38-B92- 


A38-B93; 


A38-B94; 


A38-B95; 


AaO I2Qi^* 




A38-B98: 


A38-B99; 


A38-B100; 


A38-B101; 


A38-B102; 


A38-B103; 


A38-B104; 


A38-B105; 


A38-B106; 


A38-B107; 


A38-B108; 


A38-B109; 


A38-B110; 


A38-B111; 


A38-B112; 


A38-B113; 


A38-B114; 


A38-B115; 


A38-B116; 


A38-B117; 


A38-B118; 


A38-B119; 


A38-B120; 


A38-B121; 


A38-B122; 


A38-B123; 


A38-B124; 


A38-B125; 


A38-B126; 


A38-B127; 


A38-B128; 


A38-B129; 
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A38-B134; 


A38-B135; 
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A38-B145- 


A38-B146; 


A38-B147; 


A38-B148; 


A38-B149; 






A38-B152: 


A38-B153; 


A38-B154; 


A38-B155; 


AIR R1 S/^' 
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A38-B158' 


A38-B159; 


A38-B160; 


A38-B161; 






A38-B164- 


A38-B165: 


A38-B166; 


A38-B167; 


A 1Q Ti 1 #iC- 

A3o-Jd10o, 






A39-B2; 


A39-B3; 


A39-B4; 








A39-B8; 
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A39-B10; 


A3y-bll; 


A 70 ■RIO' 




A39-R14' 

rXJ^ XJ AT J 


A39-B15; 


A39-B16; 


A3y-B17; 


A 7Q 1 Q* 






A39-B21; 


A39-B22; 


A39-B2j; 


A 7Q TlOyl' 
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A39-B27; 
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A 70 'D7A' 
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A39-B34; 
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A39-B100; 
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A'^9-R104' 
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A39-B106; 
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A'?9-B110- 


A39-B111; 
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A40-B106; 
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A /in D 1 on- 




A40-B122- 


A40-B123: 
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WO03/0350dS 



PCT/GB02/04763 



-143- 



A/ll RSI* 




A41-B53; 
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A41-B60; 


A41.B61; 
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A41-B65- 


A41-B66; 


A41-B67; 
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A41-B71' 
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A41-B77- 
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A41-B79; 


A41-B80; 


A4l-Bol; 
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A41-B84- 


A41-B85; 


A41-B86; 


A41-B87; 


A4i-DOO, 
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A41-B93; 


A41-r>y4; 


AA^ T^Q^' 




A41-B97; 


A41-B98; 


A41-B99; 
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AAl "Rini • 


A41-R102* 


A41-B103: 


A41-B104; 




A41-B105; 


A41-B106; 


AAl nin7* 


A4 1 -R 1 n$t* 


A41-B109' 


A41-B110; 




A41-B111; 


A41-B112; 


A/11 1 1* ■ 


A41-R1 14* 


A41-B115- 

*\rTX XJX 


A41-Bn6; 




A41-B117; 


A41-B118; 


A yl 1 1 1 0- 

A4i-jt>i ly. 


AAl R19n' 


A41-B121* 


A41-B122; 




A41-B123; 


A41-B124; 


A >l 1 D 1 

A41-B125, 


AAl R19^* 
A4X-X>iZO, 




A41-B128, 




A41-B129; 


A41-B130; 


A41-B131; 


AAl HflO* 

A4i"'I9i^^y 




A41-B134 




A41-B135; 


A41-B136; 


A41-B137; 


AAl "RIIR* 




A41-B140 




A41-B141; 


A41-B142; 


A41-B143; 


AAl DIAA* 


AA1.R14S* 


A41-B146 




A41-B147; 


A41-B148; 


A41-Bi49; 


AAl "Rl 


AAl Rl SI ■ 


A41-B152 




A41-B153; 


A41-B154; 


A Ai D t 

A41-D153, 




xvf X^OX J r f 


A41-B158 




A41-B159; 


A41-B160; 


A A ^ Q 1 /CI - 


AAl *R1I?9* 


A41-R163* 


A41-B164 




A41-B165; 


A41-B1 66; 


A4J-Jt>lo/, 


AAl.TllfiR* 
A*H-D100, 


A41-R169- 


A42-BI; ■ 


A42-B2; 


A42-B3; 


A/IO DA* 

A4Z-Jd4, 


AA9 R^* 


A42-B6' 


A42-B7; 


A42-B8; 


A42-B9; 


A AO 13 1 n- 




A42-B12; 


A42-B13; 


A42-B14; 




A42-B15; 


AAO "Rl/^* 


A49-R 1 7- 


A42-B18- 


A42-B19; 


A42-B20; 




A42-B21; 




AA9-R23* 


A42-B24; 


A42-B25; 


A42-B26; 




A4Z-I5Z/, 




A42-B29; 


A42-B30; 


A42-B31; 


A42-B32; 




A /I 0 "Dl^- 


A 4.9-1^ '^4' 


A42-B35- 


A42-B36; 


A42-B37; 


A42-B38; 




A AO Vi.'XQ' 
A42-i3^y, 


A42-R40- 


A42-B41; 


A42-B42; 


A42-B43; 


A42-B44, 




A AO TiA^» 
A4Z-r>*f J, 


A42-B46' 


A42-B47: 


A42-B48; 


A42-B49; 


A42-B50 




Ail*? R^l • 


A42-B52; 


A42-B53; 


A42-B54; 


A42-B55; 


A42-B56 




A42-B57; 


A42-B58; 


A42-B59; 


A42-B60; 


A42.B61; 


A42-B62 




A42-B63; 


A42-B64; 


A42-B65; 


A42-B66; 


A42-B67; 


A42-B68 




A42-B69; 


A42-B70; 


A42-B71; 


A42-B72; 


A42-B73; 


A42-B74 




A42-B75; 


A42-B76; 


A42-B77; 


A42-B78; 


A42-B79; 


A42-B80 




A42-B81; 


A42-B82; 
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A42.B85; 
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A42-B93; 


A42-B94; 


A42-B95; 


A42-B96; 


A42-B97; 




A42-B99; 


A42-B100; 


A42-B101; 


A42-B102; 


A42-B103; 




A4'?-B105- 


A42-B106; 


A42-B107; 


A42-B108; 
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A42-B112' 


A42-B113; 


A42-B114; 


A42-B115; 
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A42-B118' 


A42-B119; 


A42-B120; 
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A42-B137' 
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A42-B140; 
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A42-B145; 


A42-B146; 
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A42-B164; 
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A43-B26; 


AA'l 'DOT* 


A43-B28; 
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TV^*^A^ / X g ■ 


A44-B72; 


A A A TO 

A44-B73; 


A44-t> /4, 


A>lA_n7^« 
A44-I5 /D, 


A44.P7I>* 
A*f*T~D / U J 


A44-B77' 

/».^T U / ' J 


A44-B78; 


AAA r>TA. 

A44-B79; 


A>f>t T2QA> 

A44-i3oU; 


A4*HDo I , 


A44.RR9- 


A44-B83* 


A44-B84; 


AAA 'DOC 

A44-B85; 


AAA T>Q^Z- 


A44 R517' 


A44-RRR' 


A44-B89- 


A44-B90; 


A >l>f DAI ■ 

A44-JDyi; 




A44-*R0'^' 
A*T*t— Oyj, 


A44-RQ4' 


A44-B95; 


A44-B96; 


AAA tjor?. 
A44-r>y /; 


A44 P0${' 


AAA RQQ- 


A44-B100- 


A44-B101; 


AAA T> 1 . 

A44-B102; 


AAA D 1 Al. 

A44-DlUi; 


A44 Rl n4» 


A44-RinS* 


A44-B106- 


A44-B107; 


AAA D 1 AO. 

A44-B1U6; 


A44-DlUy, 


A44.pti in- 


A44-R1 1 1 • 
rV'T^xj 111] 


A44-B112; 


A44-B113; 


AAA mi ^ A* 
A44-0 1 14, 


A /Ll_1^1 1 ^' 

A44-i5 1 1 J , 


A44.R1 


A44-B117; 


A44-B118; 


A44-B119; 


AAA TJ10n« 

A44-'Jb>lzU, 


A/i/l_Pt01. 
A*f*r-l51Zl, 


A44-R122' 


A44-B123- 


A44-B124; 


A44-B125; 


A44-D iZO, 


AH*r-I5 iZ / , 




A44-B129; 


A44-B130; 


A44-B131; 


A44-I5i jZ, 




A44-B134; 


A44-B135; 


A44-B136; 


A44-B137; 


A44-B138; 


A44-B139; 


A44-B140; 


A44-B141; 


A44-B142; 


A44-B143; 


A44-B144; 


A44-B145; 


A44-B146; 


A44-B147; 


A44-B148; 


A44-B149; 


A44-B150; 


A44-B151; 


A44-B152; 


A44-B153; 


A44-B154; 


A44-B155; 


A44-B156; 


A44-B157; 


A44-B158; 


A44-B159; 


A44-B160; 


A44-B161; 


A44-B162; 


A44-B163; 


A44-B164; 


A44-B165; 


A44-B166; 


A44-B167; 


A44-B168; 


A44-B169; 


A45.B1; 


A45.B2; 


A45.B3; 


A45-B4; 
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A45-B6; 


A45-B7; 


A45-B8; 


A45-B9; 


A45.B10; 




A45-B12; 


A45-B13; 


A45-B14; 


A45-B15; 


A45-B16; 




A45-B18* 


A45-B19; 


A45-B20; 


A45-B21; 


A45.B22; 






A45-B25; 


A45-B26; 


A45-B27; 


A45-B28; 


AilS R90- 




A45-B31; 


A45-B32; 


A45-B33; 


A45-B34; 




A45-'R'^^- 


A45-B37; 


A45-B38: 


A45-B39; 


A45-B40; 


AAK "D/ll • 
Ah J-Jc54 1 , 


A4^~"R49- 




A45-B44; 


A45-B45; 


A45-B46; 


A4d-i>4 /, 


AA^ R/IQ. 
An-J-DHO, 


A4^-R4Q* 


A45-B50' 


A45-B51: 


A45-B52; 


A45-B53; 


A4D-t5j4,. 


Atj-iJjj, 




A45-B57* 


A45-B58; 


A45-B59; 


AA< O/^^* 


A/IC RAl* 
A-^D-XSOl, 


A4S-Rfi9* 


A45-B63- 


A45-B64; 


X AC Ti£.C 

A45-B65; 


A4J-DOO, 


A'fD-JjO / , 




A45-B69- 


A45-B70; 


A45-B71; 


A45-I57z; 


A4j-Jt>/J, 


A4^-R74- 


A45-B75- 


A45-B76- 


A45-B77; 


A45-D /o; 


A4D-X5/y, 


A4^ Rfin* 


A45-B81* 


A45-B82' 


A45-B83; 


A C 00>l« 

A4j-do4; 


A4D-JDOJ, 


A4S-RRfi' 
AHJ-Xjou, 


A45-B87' 


A45-B88- 


A45-B89; 


A A c nf\f\. 

A45-B90; 


A < 'DAI . 


A 4^ POO' 




A45-B94' 


A45-B95; 


A45-Byo; 


AA^ TaOT. 


A4^ RQQ> 
A*r^-I>yOj 


A45-B99* 

/VT J— 7 y 


A45-B100- 


A45-B101; 


A A C T>-t f\*^ . 

A45-B102; 


AA<. niA^* 






A45-B106- 


A45-B107; 


A A e 1 00. 

A45-BlUo; 


A >!< D 1 AO> 




A4S-R1 11" 


A45-B112; 


A45-B113; 


A yl C 1 ^ A- 

A45-r>l 14, 


A /4 c Ri 1 
A4j~d11D» 




A45-B117' 


A45-B118' 

JkaA%^ A A 


A45-B119; 


A4D-J512U, 


AA^ R191 • 




A45-B123- 


A45-B124; 


A45-B125; 




RI07. 


A4S-R19R- 


A45-B129' 


A45-B130* 


A45-B131; 


AA^ Hi 


AA^ RTl'?» 


A4S-Rn4- 


A45-B135* 


A45-B136; 


A45-B137; 


A4j-x>1 JO, 


AA^ R1 *^0' 


A4S-B140' 


A45-B141; 


A45-B142; 


A AC 1 AI9 

A45-B143; 


A/K Ti1A4« 




A4S-B146* 


A45-B147; 


A45-B148; 


A A^ '0^ AQ* 


R1 SO' 
A^D-I3 1 jU, 


A4S-R1 SI * 


A45-B152- 


A45-B153; 


A45-B154; 


A A^ 13 1 

A4j-r>l JJ, 




A4S-R157- 


A45-B158- 


A45-B159; 


A45-B160; 


AhD-dIOJI, 


A4^ Til 




A45-B164; 


A45-B165; 


A45-B166; 


A*fj-X5lO / , 


A4^-RlfiR- 


A45-B169' 


A46-B1; 


A46-B2; 


A46-B3; 






A46-B6- 


A46-B7; 


A46-B8; 


A46-B9; 


A46-B10; 


A46-B11; 


A46-B12; 


A46-B13; 


A46-B14; 


A46-B15; 


A46-B16; 


A46-B17; 


A46-B18; 


A46-B19; 


A46-B20; 


A46-B21; 


A46-B22; 


A46-B23; 


A46-B24; 


A46-B25; 


A46-B26; 


A46-B27; 


A46-B28; 


A46-B29; 


A46-B30; 


A46-B31; 


A46-'B32; 


A46-B33; 


A46-B34; 


A46-B35; 


A46-B36; 


A46-B37; 


A46-B38; 


A46-B39; 


A46-B40; 


A46-B41; 


A46-B42; 


A46-B43; 


A46-B44; 


A46-B45; 
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A4O-D40, 






A46-B49; 


A46-B50: 


A46-B51; 


K AC 

A40-B52; 




A AC rj<^. 




A46-B56- 


A46-B57; 


A40-B56; 


A4D-Jo5y; 


A/IA RAO* 


1 * 


A46-B6'?- 


A46-B63; 


A46-B64; 


A A^ DiCC 

A4o-Boj; 


A /f iC 

Aho-doo, 


/\.*tO*DD /, 




A46-B69- 


A46-B70; 


A46-B71; 


A AC 'D'TO" 


/V*fO"D / J, 


A4fi-R74' 


A46-B75; 


A46-B76; 


A46-B77; 


k AC O'TO. 

A4o-Jd/o; 


AAA R7Q- 
A40-D / y, 


A/l^^-RRO' 


A46-B8 1 • 


A46-B82; 


A46-B83; 


A AC r>oA . 

A4o-J3o4; 


AAA nQ^- 
A40-DOJ, 


AdA-RR/>* 

/TlHO-IjOOj 


A46-RR7' 


A46-B88; 


A46-B89; 


A46-B90; 


A y|/C I301 ♦ 


Ail A "RO^- 


AHO"I>yj, 


A46-B94; 


A46-B95; 


A46-B96; 


A>1iC DO*?. 

A4o-jDy / ; 


A/IA RQfi* 


A^/=LROO' 
ArrU-JOyjrj 


A46-B100; 


A46-B101; 


A46-B102; 


A4o-r>lUi, 


AAtiSX\(\A' 

AhD-DIIK*, 


AHO'dUJy 


A46-B106; 


A46-B107; 


A46-B108; 


A A C T^t AA. 

A40-B109; 


A/liC D1 1A* 

A40-D 1 lu; 


A*K>-Di 1 1, 


A46-B112; 


A46-B113; 


A46-B114; 


A Oil C 

A46-B115; 


AA^r ni \c, 

A40-Jt5 i lO, 


AAfi Rl 1 7« 


A46-B118; 


A46-B119; 


A46-B120; 


A46-B121; 


A A^ m o*^. 

A46-B122; 


A AC m Tl« 


A46-B124; 


A46-B125; 


A46-B126; 


A46-B127; 


A A£. "D f OO. 

A4o-rs 12o; 


A>4iC R1 OO- 


A46-B130; 


A46-B131; 


A46-B132; 


A46-B133; 


A AC "DtOA. 

A46-B134; 




A46-B136; 


A46-B137; 


A46-B138; 


A46-B139; 


A A£ 1 A A. 

A4O-B140; 


A Aii D 1 A 1 » 


A46-B142; 


A46-B143; 


A46-B144; 


A A ^ n 1 A f . 

A46-B145; 


K A£. D 1 


A40-D14/, 


A46-B148; 


A46-B149; 


A46-B150; 


A46-B151; 


A AC DICO- 

A46-B152; 




A46-B154; 


A46-B155; 


A46-B156; 


A46-B157; 


A4D-Jb>l Jo; 


AyK R1-<Q* 


A46-B160; 


A46-B161; 


A46-B162; 


A >( ^ T> 1 ill . 

A46-Bio3; 


A AiC Ol AA» 

A4o-t>Jt>4; 


AAA RIA^* 


A46-B166; 


A46-B167; 


A46-B168; 


A A^ o 1 cn. 


AAn Rl • 

A4/-D1, 


KAI RO- 


A47-B3; 


A47-B4; 


A47-B5; 


A An T^Cm 


AA1 RT* 


A47 RR* 
AH- /-DO, 


A47-B9; 


A47-B10; 


A47-B11; 


A An do* 


Ai47 RTl- 
AH /-dU, 


A47 RM" 
AH/-D1H, 


A47-B15; 


A47-B16; 


A47-B17; 


A >n D 1 Q> 

A4/-B10, 


AidT RIO* 


AH /-O^li, 


A47-B21; 


A47-B22; 


A47-B23; 


AAn 


AA7 R7^* 
Ah i^DSO^ 


a47.ro 6- 

/T.*T / — J^^U, 


A47~B27; 


A47-B28; 


A AT "DOn. 


J\H /-X5 JU, 


A/17-.R'^l • 

/\H / -D J 1 } 


A47-B32- 


A47-B33; 


A AT TIO A . 

A47-B34; 


A4/-r$Jj, 


Ah /-D jO, 


A47-R'^7- 

/\H / "DO 1 ) 


A47-B38; 


A47-B39; 


A47-B40; 


A An X>A 1 • 

A4/-I541, 


A/17 RJ.9- 


A 47-^4*^ • 


A47-B44; 


A47-B45; 


A An XiAC 

A47-o4o; 


A4 f'DH/, 


/V*t/-X)'tOj 


A47-'B4Q* 


A47-B50; 


A47-B51; 


A47-B52; 


A47-B53; 


A47-B54; 


A47-B55; 


A47-B56; 


A47-B57; 


A47-B58; 


A47-B59; 


A47-B60; 


A47-B61; 


A47-B62; 


A47-B63; 


A47-B64; 


A47-B65; 


A47-B66; 


A47-B67; 


A47-B68; 


A47-B69; 


A47-B70; 


A47-B71; 


A47-B72; 


A47-B73; 


A47-B74; 


A47-B75; 


A47-B76; 


A47-B77; 


A47-B78; 


A47-B79; 


A47-B80; 


A47-B81; 


A47-B82; 


A47-B83; 


A47-B84; 


A47-B85; 


A47-B86; 
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A4/-IJO / , 




A47-B89- 


A47-B90; 


A47-B91; 


A47-B92; 




A47-RQ4- 


A47-B95; 


A47-B96; 


A47-B97; 


A47-B98; 


A Al "DOO* 




A47-B101* 


A47-B102; 


A47-B103; 


A47-B104; 


A Ai n 1 rv^' 


A/17 Rin/=^' 


A47.B107' 


A47-B108- 


A47-B109; 


A47-B110; 


A vlT U 1 1 1 • 

A4/-blil, 


AA7 R1 10* 
A4 i-DL IZ, 




A47-B114- 


A47-B115; 


A47-B116; 


A >4'7 T11 1*7. 

A47-B117; 


A /17 "D t 1 Q» 
A4/-D1 lo, 


LAI Rl 10- 




A47-B121; 


A47-B122; 


A47-B123; 


A /I 7 "D 1 7/1 - 

A4/-r>i-i4, 


A/17 R17S' 




A47-B127; 


A47-B128; 


A47-B129; 


K An "Di irk. 


A/17 RT^ 1 • 


A47-R1'?2* 


A47-B133; 


A47-B134; 


A47-B135; 


A47-B13d; 


A/17 R 1 17- 
A4 /-DiJ / , 


Ad7-RnR' 


A47-B139' 


A47-B140; 


A47-B141; 


A47-B142; 


A /I7 tJ 1 ill. 

A4/-r>14J, 




A47-B145' 


A47-B146: 


A47-B147; 


A jl*7 ni >IO. 

A47-B148; 


A A1 "Q 1 /lO' 

A4/-E)14y, 




A47-B151" 


A47-B152' 

XT. ■ 1 A^ A a^My 


A47-B153; 


A47-B154; 


A AH "D 1 CC. 

A47-o1jj; 


A47 m^/>- 




A47-B158- 


A47-B159; 


A47-Blo0; 


A ill D 1 1 . 

A47-Blol; 


A4 /-eJIOZ, 




A47-B164' 


A47-B165; 


A47-B166; 


A47-Blo7; 


A/17 O 1 /?C« 


AA7 Rl fiO* 


AAQ.R 1 • 


A48-B2; 


A48-B3; 


A48-B4; 


A/IQ RC* 

A4o-l3J, 


AAR R/i- 


A48-B7' 


A48-B8; 


A48-B9; 


A AO D 1 A. 

A48-B10; 


KAQ Rl 1 - 


AAR-R19' 


A48-B15* 


A48-B14; 


A48-B15; 


A4S-Blo; 


KAQ RI7. 
A40-JC3 1 / , 


AAR.R1R- 
r\.*TO*D 0 > 




A48-B20; 


A48-B21; 


A48-B22; 


A/lfi RO*^* 
A40-OZ3, 




A48-B25* 


A48-B26; 


A48-B27; 


A48-B2o; 


A AC ROO* 




A48-B31- 


A48-B32; 


A48-B33; 


A4o-t5i4, 


A4o-DJ^, 


A4R-B'^6- 


A48-B37' 

Xa~D U J / J 


A48-B38; 


A48-B39; 


A4o-Jd4U, 


AAR RA1 • 
A.4o-I>4i, 




A48-B43' 


A48-B44; 


A AO T^AC 

A48-B45; 


KAO 13/1 /C* 


AAR RA7' 


A48-B48- 


A48-B49- 


A48-B50; 


A48-B51; 


A/IQ R<7- 




A48-B54- 


A48-B55; 


A48-B56; 


A48-B57; 


A/IQ R^C' 

A4o-Jdjo, 




A48-B60* 


A48-B61: 


A48-B62; 


A AO O/CO . 


A40-DO4, 


AAR-Rln^' 


A48-B66- 


A48-B67; 


A48-B68; 


K AO T!>/CO. 


A/lQ R7ft« 


AAR-RVl- 

rT.*TO'"lJ / A J 


A48-B72' 


A48-B73; 


A ACt Til A • 

A48-B74; 


A4o-jD / 3, 


rV'tO-D / Uj 


A48-B77- 


A48-B78; 


A48-B79; 


A AO TiOfSt 

A46-BoU; 


A/19 tie 1 ♦ 




A48-B83* 


A48-B84; 


A48-B85; 


A AO DQ/C. 

A4o-JdoOj 


A/IO TaQ7. 
A40"JjO /, 




A48-B89- 


A48-B90; 


A48-B91; 


A48-B92; 


A48-B93; 


A48-B94; 


A48-B95; 


A48-B96; 


A48-B97; 


A48-B98; 


A48-B99; 


A48-B100; 


A48-B101; 


A48-B102; 


A48-B103; 


A48-B104; 


A48-B105; 


A48-B106; 


A48-B107; 


A48-B108; 


A48-B109; 


A48-B110; 


A48-B111; 


A48-B112; 


A48-B113; 


A48-B114; 


A48-B115; 


A48-B116; 


A48-B117; 


A48-B118; 


A48-B119; 


A48-B120; 


A48-B121; 


A48-B122; 


A48-B123; 


A48-B124; 


A48-B125; 


A48-B126; 


A48-B127; 
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A48-B130; 


A48-B131; 


A48-B132; 


A48-B133; 






A48-B136- 


A48-B137; 


A48-B138; 


A48-B139; 


A AO "Rl/in' 




A48-B14'?* 


A48-B143; 


A48-B144; 


A48-B145; 




A48 'R^A^' 


A48-B148' 


A48-B149; 


A48-B150; 


A48-B151; 




A*to-Di J^, 




A48-B155: 


A48-B156; 


A48-B157; 




A ylO "Dl <0. 




A48-B161' 

JTVTiJ U A U A , 


A48-B162; 


A48-B163; 




A4o-i5iOD, 




A48-B167- 


A48-B168; 


A48-B169; 


A49-B1; 


A AQ "DO* 


Any-D3j 


A4Q-B4- 


A49-B5; 


A49-B6; 


A49-B7; 


A49-Bo; 


A AO "RO- 


AAO-Rin* 


A49-B11; 


A49-B12; 


A49-B13; 


A AC\ r> 1 /I . 

A49-014; 


AAO Rl 


AAQ.RI^- 

r\rry~D 1 


A49-B17; 


A49-B18; 


A49-B19; 


A49-B20; 






A49-B23: 


A49-B24; 


A49-B25; 


A49-B26; 


A4y-t5z/, 




A49-B29* 


A49-B30; 


A49-B31; 


A49-B32; 


A4y-xJ3j, 






A49-B36; 


A49-B37; 


A49-B38; 


A>IQ 1}^0* 

A49-B3y; 


AAO RAH* 


A49-B4 1 • 


A49-B42; 


A49-B43; 


A49-B44; 


A >tn 'OAK- 

A4y-D45; 


AAO RAA* 


A4Q-B47* 


A49-B48; 


A49-B49; 


A49-B50; 


A ACS "DC 1 • 


AAO 

A4y-l?JX, 




A49-B54; 


A49-B55; 


A49-B56; 


AAQ OCT* 


AAO "R^ft* 




A49-B60; 


A49-B61; 


A49-B62; 


A At\ "D^^l* 

A4y-Do3; 


AAO R/=14* 


A49-R65* 


A49-B66: 


A49-B67; 


A49'-B68; 


A AC% TD/CQ- 

A4y-Doy, 


AAO R7fi' 


A4Q-R71' 


A49-B72; 


A49-B73; 


A49-B74; 


A4y-B/r>, 


AAO "RT/i- 


A40-B77- 


A49-B78; 


A49-B79; 


A49-B80; 


AAQ 13B1 • 

A4y-Jt>ol, 




A49-B83* 


A49-B84; 


A49-B85; 


A49-Boo; 


AAO RC7» 




A49-B89* 


A49-B90; 


A49-B91; 


A AC% . 

A49-By2; 


AAO RO'^* 


A4Q-B94' 


A49-B95; 


A49-B96; 


A49-B97; 


A /Id "DOQ* 


AAQ ROO- 




A49-B101; 


A49-B102; 


A49-B103; 


A yt o Tj 1 r\A . 

A4y-i5lU4, 


AAO RinS' 


A49-B106- 


A49-B107; 


A49-B108; 


A49-B10y; 


AAQ R 1 1 


AAQ.R1 1 1- 

/\*T>'~JJ 1 i. A J 


A49-B112: 


A49-B113; 


A49-B114; 


A49-Bil5; 


A AO "R1 1 ^* 


A4Q-R1 17* 


A49-B118: 


A49-B119; 


A49-B120; 


A4y-Jt>izi; 


AAQ R199- 


A49-B123* 


A49-B124: 


A49-B125; 


A49-B126; 


A An "D 1 OT. 


AAQ 


A49-Bn9- 


A49-B130; 


A49-B131; 


A49-B132; 


A49-B133; 


A49-B134; 


A49-B135; 


A49-B136; 


A49-B137; 


A49-B138; 


A49-B139; 


A49-B140; 


A49-B141; 


A49-B142; 


A49-B143; 


A49-B144; 


A49-B145; 


A49-B146; 


A49-B147; 


A49-B148; 


A49-B149; 


A49-B150; 


A49-B151; 


A49-B152; 


A49-B153; 


A49-B154; 


A49-B155; 


A49-B156; 


A49-B157; 


A49-B158; 


A49-B159; 


A49-B160; 


A49-B161; 


A49-B162; 


A49-B163; 


A49-B164; 


A49-B165; 


A49-B166; 


A49-B167; 


A49-B168; 
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A49-B169* 


A50-B1; 


A50-B2; 


A50-B3; 


A50-B4; 


A50-B5; 




A50-B7; 


A50-B8; 


A50-B9; 


ASO-BIO; 


A50-B11; 




A50-B13i 




A50-B14: 


A50-B15; 


A50-B16; 


A50-B17; 


/Vju-d I o. 


A50-B19, 




A50-B20' 


A50-B21; 


A50-B22; 


A50-B23; 




A50-B25, 




A50-B26* 


A50-B27; 


A50-B28; 


A50-B29; 




A50-B31 






A50-B33; 


A50-B34; 


A50-B35; 




A50-B37 






A50-B39' 


A50-B40; 


A50-B41; 




A50-B43 






A50-B45* 


A50-B46; 


A50-B47; 


A50-B4O, 


A50-B49 






A50-B51* 


A50-B52; 


A50-B53; 


A50-B54; 


A50-B55 






A50-B57' 


A50-B58; 


A50-B59; 


A50-B60; 


A50-B61 






ACA.R/;i- 


A50-B64: 


A50-B65; 


A50-B66; 


A50-B67 




ACA Ri^fi- 


ASO-RfiO* 


A50-B70; 


A50-B71; 


A50-B72; 


A50-B73 




A CA Tin A* 


/Wv~D / J, 


A50-B76; 


A50-B77; 


A50-B78; 


A50-B79 




A <A_T2QA< 
ADU-JooU, 




A50-B82; 


A50-B83; 


A50-B84; 


A50-B85 




A ^A 


A ^n-RR7* 

A-JV-DO / y 


A50-B88; 


A50-B89; 


A50-B90; 


A50-B91 




A CA "QQO- 




A50-B94; 


A50-B95: 


A50-B96; 


A50-B97 




A CA DOfi- 


A CA OQQ. 


A50-B100; 




A50-B101; 


A50-Blu2; 


A50-B103; 


A CA P 1 (\A' 




A50-B106; 




A50-B107; 


A50-B108; 


A50-B109; 


A C A m 1 A* 




A50-B112; 




A50-B113; 


A50-B114; 


A50-B115; 




ACA Dl 17. 


A50-B118: 




A50-Bil9; 


A50-B120; 


A50-B121: 


ACA VKMl' 




A50-B124; 




A50-B125; 


A50-Bl2o; 


A50-B127; 


A^n-T119R* 
AjU-X51Zo, 




A50-B130 




A50-B131; 


A50-B132; 


A50-B133; 


AAA RT^4' 




A50-B136, 




A50-B137; 


A CA T3 1 1C« 


A50-B139; 




A50-B141: 


A50-B142 




A50-B143; 


A <A "D 1 vM ♦ 


A50-B145; 




A50-B147; 


A50-B148 




A50-B149; 


A CA Ri cn* 


A50-B151; 


A50-B152- 


A50-B153; 


A50-B154 




A50-B155; 


ACA "RI ^i^- 


A50-B157; 


A50-B158' 


A50-B159; 


A50-B160 




A50-B161; 


A CA "Rl /iO* 


A50-B163; 


A50-B164- 


A50-B165; 


A50-B1 66 




A50-B167; 




A50-B169; 


A51-B1; 


A5i-B2; 


A51-B3; 


A5^B4; 


A51-B5; 


A51-B6; 


A51-B7; 


A51-B8; 


A51-B9; 


A51-B10; 


A51-BU; 


A51-B12; 


A51-B13; 


A51-B14; 


A51-B15; 


A51-B16; 


A51-B17; 


A51-B18; 


A51-B19; 


A51-B20; 


A51-B21; 


A51-B22; 


A51-B23; 


A51-B24; 


A51-B25; 


A51-B26; 


A51-B27; 


A51-B28; 


A51-B29; 


A51-B30; 


A51-B31; 


A51-B32; 


A51-B33; 


A51-B34; 


A51-B35; 


A51-B36; 


A51-B37; 


A51-B38; 


A51-B39; 


A51.B40; 
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A51-B42- 


A51-B43; 


A51-B44; 


A51-B45; 


A51-B46; 


AC! UAH- 


A51-B4R- 


A51-B49; 


A51-B50; 


A51-B51; 


A51-B52; 




A51-B54- 


A51-B55* 


A51-B56; 


A51-B57; 


A51-B58; 




AS1-B60- 


A51-B61* 


A51-B62; 


A51-B63; 


A51-B64; 








A51-B68: 


A51-B69; 


A51-B70; 


A C 1 "DT t . 

A51-B/1; 


A51-B72; 


AS1-R7'^- 


A51-B74; 


A51-B75; 


A51-B76; 


A51-B77; 


A51-B78; 


A'^l -R7Q- 


A51-B80- 


A51-B81; 


A51-B82; 


A5 1-683; 


A51-B84; 


A^l RftS* 


A51-B86- 


A51-B87; 


AS1-B88; 


A51-B89; 


A51-B90; 




A51-B92; 


A51-B93; 


A51-B94; 


A51-B95; 


A51-B96; 


A^1.RQ7' 


A51-B98" 


A51-B99; 


A51-B100; 


A51-B101; 


A51-B102; 




AC! 'Rini- 


A5UB104' 


ASI-BIOS; 


AS1-B106; 


A51-B107; 


A51-B108; 




A<i mnO' 


.r\^ i V A A V) 


A51-B111; 


A51-B112; 


A51-B113; 


A51-B114, 




A<i m 1 ^- 

Aj 1-131 1 J, 


A^l-Bllfi" 


A51-B117; 


A51-B118; 


A51-B119; 


A51-B120 




AC1 moi- 
AM-DlZl, 




A51-B123" 


A51-B124; 


A51-B125; 


A51-B126, 




Aj1-o1a/, 


AS1-R19R- 


A51-B129: 


A51-B130; 


A51-B131; 


A51-B132 




ACi mi'Zo 


A S 1 -R 1 '^4* 


A51-B135: 


A51-B136; 


A51-B137; 


A51-B138 




ACI D110* 




A51-B141- 


A51-B142; 


A51-B143; 


A51-B144 




Ajl-i>l*f3, 




A51-B147: 


A51-B148; 


A51-B149; 


A51-B150 




ACI Dl <^ 1 ' 




A51-B153; 


A51rB154; 


A51-B155; 


A51-B156 




A<1 m C7' 




A51-B159; 


A51-B160; 


A51-B161; 


A51-B162 




AjI-oioj, 


A51-B164* 


A51-B165; 


A51-B166; 


A51-B167; 


A51-B168 






A59-B1- 

^^^w A^ A y 


A52-B2; 


A52-B3; 


A52-B4; 


A52-B5; 


AS? Rf^' 


A52~B7; 


A52-B8; 


A52-B9; 


A52-B10; 


A52.B11; 


A S9-R 1 0 • 


A52-B13; 


A52-B14; 


A52-B15; 


A52-Blo; 


A52.B17; 




A52-B19: 


A52-B20; 


A52-B21; 


A52-B22; 


A52-B23; 




A52-B25: 


A52-B26; 


A52-B27; 


A CO 1300- 

A52-B2o; 


A52-B29; 




A52-B31; 


A52-B32; 


A52-B33; 


ACT X>1A' 


A52-B35; 


A52-B36- 


A52-B37; 


A52-B38; 


A52-B39; 


A-5Z-04U, 


A52-B41; 


A52-B42: 


A52-B43; 


A52-B44; 


A52-B45; 


A52-B46; 


A52-B47; 


A52-B48; 


A52-B49; 


A52-B50; 


A52-B51; 


A52-B52; 


A52-B53; 


A52-B54; 


A52-B55; 


A52-B56; 


A52-B57; 


A52-B58; 


A52-B59; 


A52-B60; 


A52-B61; 


A52-B62; 


A52-B63; 


A52-B64; 


A52-B65; 


A52-B66; 


A52-B67; 


A52-B68; 


A52-B69; 


A52-B70; 


A52-B71; 


A52-B72; 


A52-B73; 


A52-B74; 


A52-B75; 


A52-B76; 


A52-B77; 


A52-B78; 


A52-B79; 


A52-B80; 


A52-B81; 
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A52-B83; 


A52-B84; 


A52-B85; 


A52-B86; 


A52-B87; 




A52-B89; 


A52-B90- 


A52-B91; 


A52-B92; 


A52-B93; 




A52-B95; 


A52-B96' 


A52-B97; 


A52-B98; 


A52-B99; 




A52-B101; 






A52-B103; 


A52-B104; 


A52.B105; 




A52-B107; 






A52-B109* 


A52-B110; 


A52-B111; 




A52-B113; 








A52-B116; 


A52-B117; * 


A CO D 1 1 Q* 


A52-B119; 






A59-B121* 


A52-B122: 


A52-B123; 


A CO 0 10/1. 


A52-B125; 






Aco.nio?- 


A52-B128- 


A52-B129; 


A52-B130; 


A52-B131; 








A52-B134' 


A52-B135; 


A52-B136; 


A52-B137, 




ACO PI IQ. 




A52-B140- 


A52-B141: 


A52-B142; 


A52-B143, 










A52-B147: 


A52-B148; 


A52-B149 




A CO 13 1 CA» 


A^9 




A52-B153: 


A52-B154; 


A52-B155 




A CO D1 C^- 




/1m/«— 0 JL 


A52-B159- 


A52-B160; 


A52-B161 




A CO 13 1 iCO . 


A CO m^o* 


A52-Rlfi4' 


A52-B165- 


A52-B1 66; 


A52-B167 




A CO "D 1 rfCO. 

A52-Bloo; 


A CO 131 AO* 


AS'^-Rl • 

AJJ-J3I> 


A53-B2- 

x^*^ .J — Ai9^ 3 


A53-B3; 


A53-B4; 


A Ci DC 

A53-B5; 


A CO 13/;. 


A^ / 9 


A53-B8; 


A53-B9; 


A53-B10; 


A CO d 1 - 


A^'l RI9» 


AS'^-Rl 


A53-B14; 


A53-B15; 


A53-B16; 


A CO D 1 




/VJJ"M3i7) 


A53-B20- 


A53-B21; 


A53-B22; 


A CI DOT* 


A CO pO^. 




A53-B26; 


A53-B27; 


A53-B28; 


A CO 'DOA* 


A CO DOA. 
A30-15j\/, 




A53-B32; 


A53-B33; 


A53-B34; 


A CO TJOC- 


A CO no A- 

A-J^~D JO, 


AS^-B37* 


A53-B38- 


A53-B39; 


A53-B40; 


A CO DAI • 


A-? J-iJ^^j 


A53-B43; 


A53-B44; 


A53-B45; 


A53-B46; 


ACO T3A7' 




A53-B49; 


A53-B50; 


A C^ T>C 1 . 

A53-B51; 


A53-B52; 


ACi "DCO. 


A^0-R54- 


A53-B55* 


A53-B56; 


A53-B5/; 


A53-B58; 




A53-B60' 


A53-B61- 


A53-B62; 


A->3-i503, 


A53-B64; 


AJ J-I3V3 J J 


A53-B66- 


A53-B67; 


A53-B68; 




A53-B70; 


A^'^-R71 • 


A53-B72; 


A53-B73; 


A53-B74; 




A53-B76; 


A^^-R77- 


A53-B78; 


A53-B79; 


A53-B80; 




A53-B82; 


A53-B83' 


A53-B84; 


A53-B85; 


A53-B86; 


A53-B87; 


A53-B88; 


A53-B89; 


A53-B90; 


A53-B91; 


A53-B92; 


A53-B93; 


A53-B94; 


A53-B95; 


A53-B96; 


A53-B97; 


A53,-B98; 


A53-B99; 


A53-B100 




A53-B101; 


A53-B102; 


A53-B103; 


A53-B104; 


A53-B105; 


A53-B106 




A53-B107; 


A53-B108; 


A53-B109; 


A53.B110; 


A53-B111; 


A53-B112 




A53-B113; 


A53-B114; 


A53-B115; 


A53-B116; 


A53-B117; 


A53-B118 




A53-B119; 


A53-B120; 


A53-B121; 


A53-B122; 
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A53-B123; 


A53-B124; 


A53-B125; 


Aji-Dlio; 




A*5'^-B128' 


A53-B129; 


A53-B130; 


A53-B131; 


A53-B132; 






A53-B135; 


A53-B136; 


A53-B137; 


A53-B138; 


A C7 "D 1 OQ. 




A53-B141; 


A53-B142; 


A53-B143; 


A53-B144; 


Aji-Jt>i4j, 


aj j~Jj itOj 


A53-B147; 


A53-B148; 


A53-B149; 


A53-B150; 


A CO 13 1 CI . 

Aj3-B151, 


ACO "RICO. 


A53.B153; 


A53-B154; 


A53-B155; 


A53-B156; 


A53-B157; 


A ca m ^R* 

ADj-i31 JO, 


A53-B159; 


A53-B160; 


A53-BK51; 


A53-B162; 


A CO T> 1 ^O > 

A53-B163; 




A53-B165; 


A53-B166; 


A53-B167; 


A53-B168; 


A53-B169; 


A C>l "D 1 • 


A54-B2; 


A54-B3; 


A54-B4; 


A54-B5; 


A54-B6; 


A Cyi m. 


A54-B8; 


A54-B9; . 


A54-B10; 


A54-B11; 


A54-B12; 


A C >l O 1 o . 

A54-B13; 


A54-B14; 


A54-B15; 


A54-B L6; 


A54-B17; 


A54-B18; 


A54-B19; 


A54-B20; 


A54-B21; 


A54-B22; 


A54-B23; 


A54-B24; 


A54-B25; 


A54.B26; 


A54-B27; 


A54-B28; 


A54-B29; 


A54-B30; 


A54-B31; 


A54-B32; 


A54-B33; 


A54-B34; 


A54-B35; 


A54-B36; 


A54-B37; 


A54-B38; 


A54-B39; 


A54-B40; 


A54-B41; 


A54-B42; 


A54-B43; 


A54-B44; 


A54-B45; 


A54-B46; 


A54-B47; 


A54-B48; 


A54-B49; 


A54-B50; 


A54-B51; 


A54-B52; 


A54-B53; 


A54-B54; 


A54-B55; 


A54.B56; 


A54-B57; 


A54-B58; 


A54-B59; 


A54-B60; 


A54-B61; 


A54-B62; 


A54-B63; 


A54-B64; 


A54-B65; 


A54-B66; 


A54-B67; 


A54-B68; 


A54-B69; 


A54-B70; 


A54-B71; 


A54-B72; 


A54-B73; 


A54-B74; 


A54-B75; 


A54-B76; 


A54-B77; 


A54-B78; 


KCA mft- 

A54-B79; . 


AS4-B80; 


A54-B81; 


A54-B82; 


A54-B83; 


A54-B84; 


A CA DOC 

A54-B65; 


A54-B86; 


A54-B87; 


A54-B88; 


A54-B89; 


A54-B90; 


A54-B91; 


A54-B92; 


A54-.B93; 


A54-B94; 


A54-B95; 


A54-B96; 


AC/! 'DflT. 


A54-B98; 


A54-B99; 


A54-B100; 


A54-B101; 


A54-B102; 


A C yl D 1 • 


A54-B104; 


A54-B105; 


A54-B106; 


A54-B107; 


A54-B108; 


AC/1 m/^o* 


A54-B110; 


A54-B111; 


A54~B112; 


A54-B113; 


A54-B114; 


AC/1 "01 1 c» 


A54-B116; 


A54-B117; 


A54-B118; 


A54-B119; 


A C yl "D 1 '^f\* 

A54-bl/U; 


A CA "Dl 01 • 


A54-B122; 


A54-B123; 


A54-B124; 


A54-B125; 


A C/1 D 1 OA« 


ACA 








A54-B131; 


A54-B132; 


A54-B133; 


A54-B134; 


A54-B135; 


A54-B136; 


A54-B137; 


A54-B138; 


A54-B139; 


A54-B140; 


A54-B141; 


A54-B142; 


A54-B143; 


A54-B144; 


A54-B145; 


A54-B146; 


A54-B147; 


A54-B148; 


A54-B149; 


A54-B150; 


A54-B151; 


A54-B152; 


A54-B153; 


A54-B154; 


A54-B155; 


A54-B156; 


A54-B157; 


A54-B158; 


A54-B159; 


A54-B160; 


A54-B161; 


A54-B162; 


A54-B163; 
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A^A RIM' 


jTa-Jl^iJ J. U J y 


A54-B166; 


A54-B167; 


A54-.B168; 


A54-B169; 


A <^ "D 1 • 




A55-B3' 

XV-'*' AJ«y y 


A55~B4; 


A55-B5; 


A55-B6; 


ADD-xJ/, 




A55-B9; 


A55-BI0; 


A55-B11; 


A55-B12; 


A <C tJ 1 1. 

A55-Bli, 


AC< Rl/L- 




A55-B16; 


ASS-BH; 


A55-B18; 


A55-B19; 




A^<^-R91 • 


A55-B22' 


A55-B23; 


A55-B24; 


A55-B25; 


A << ■DO/C. 

Ajj-BZD, 




A55-B28* 


A55-B29; 


A55-B30; 


A55-B31; 


A dO. 


AS*\ R'^7* 
AD J-ODJ, 


A55-B34* 


A55-B35: 


A55-B36; 


A55-B37; 


A CC IDIO. 

A55-B3o; 


ADD-DDi^, 


ASS-R40* 


A55-B41; 

rKj^ A^^A| 


A55-B42; 


A55-B43; 


A55-B44; 


A Pyl^* 
ADD-X34D, 


A^S-R4./^- 


A55-B47' 


A55-B48; 


A55-B49; 


A c c n c/\. 

A55-B50; 


ADD-JdDI, 


A^^-RS9* 


A55-B53- 


A55-B54; 


A55-B55; 


A55-B56; 


ADD-dD /, 


A^S.R^St' 
/xJD-JD^O, 


A55-B59- 


A55-B60; 


A55-B61; 


A55-B62; 


A << D<1* 


A^^ R^* 


A55-B65- 


A55-B66; 


A55-B67; 


A55-B68; 


A <C OiCO* 

ADD-Boy; 


A ^<LR7n- 
ADD*i3/U, 


A^S-R71- 


A55-B72; 


A55-B73; 


A55-B74; 


A CC D^C* 

A55-B75; 


ACC PT/C. 
ADD-JcJ/O, 


ASS-R77- 


A55-B78; 


A55-B79; 


A55-B80; 


A CC DO 1 • 

Add-BoI; 


AC< RCO* 




A55-B84; 


A55-B85; 


A55-B86; 


A CC TJOT. 

Ad5-B87; 


A Pfifi* 
ADD-BoOs 


A^^-RRQ- 


A55-B90' 


A55-B91; 


A55-B92; 


A cc nn*) . 

A55-B93; 






A55-B96; 


A55-B97; 


A55-B98; 


A CC DI^Aa 

A55-B99; 


ADD-Dlw, 




A55-B102' 


A55-B103; 


A55-B104; 


A CC 13 1 nc 

A5d-B10d; 


ADD-tJlUO, 




A55-B108: 


A55-B109; 


A55-B110; 


A CC 'Dill* 

AD D-B 111; 


A^^ R1 10- 
ADD-Dl IZ, 




A55-B114; 


A55-B115; 


A55-B116; 


A<< "oi n- 
ADD-Dll /, 




A55-B119- 


A55-B120; 


A55-B121; 


A55-B122; 


A n ni» 
ADD-BlZJ) 




A55-B125- 


A55-B126; 


A55-B127; 


A CC Til OO. 

A55-B128; 


ADD-Bizy, 


A^^ R1 '^0' 


A55-B131- 

rvj J xj Xmf 1 f 


A55-B132; 


A55-B133; 


A CC T> 1 O/l . 

A55-B134; 


ADD-Dl jD, 




A55-B137- 


A55-B138; 


A55-B139; 


A CC t> 1 ACS' 


A R1 A1 * 
ADD-Di^ij 




A55-B143- 


A55-B144; 


A55-B145; 








A55-B149: 


A55-B150; 


ACC TllCI. 

A55-Bi51; 




A^S~R1 '^V 


A55-B154; 


A55-B155; 


A55-B156; 


A55-B157; 


A <^ PI ^R- 
AD D-D 1 JO, 


ASS-Rl SQ- 


A55-B160; 


A55-B161; 


A55-B162; 


A55-B103, 


A^^ Rlfi4- 
ADD-DXOH, 




A55-B166; 


A55-B167; 


A55-B168; 


A55-B169; 


A56-B1; 


A56-B2; 


A56-B3; 


A56.B4; 


A56-B5; 


A56-B6; 


A56-B7; 


A56-B8; 


A56-B9; 


A56-B10; 


A56-B11; 


A56-B12; 


A56-B13; 


A56-B14; 


A56-B15; 




A56-B16; 


A56-B17; 


A56-B18; 


A56-B19; 


A56-B20; 


A56-B21, 




A56-B22; 


A56-B23; 


A56-B24; 


A56-B25; 


A56-B26; 


A56-B27 




A56.B28; 


A56-B29; 


A56-B30; 


A56.B31; 


A56-B32; 


A56-B33 




A56-B34; 


A56-B35; 
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A56-B38: 


A56-B39; 


A56-B40; 


A56-B41; 






A56-B44* 


A56-B45; 


A56-B46; 


A56-B47; 






A56-B50- 


A56-B51; 


A56-B52; 


A56-B53; 






A56-B56' 


A56-B57: 


A56-B58; 


A56-B59; 


A5o-Bo0; 


AD 0-150 1, 


A*5fi-R61- 


A56-B63' 


A56-B64; 


A56-B65; 


A56-B66; 


A->o-r>D/a 


A^/^-R^R* 
A-JQ-DOO, 


A56-B69- 


A56-B70; 


A56-B71; 


A56-B72; 


A DTI. 


A^A 


AS6-B75* 


A56-B76; 


A56-B77; 


A56-B78; 


A56-B79; 


A-)0-OC$U, 


ASr^-RRl • 


A56-B82; 


AS6-B83; 


A56-B84; 


A56-B85; 


ADO-ooO, 


A-JO"00 f , 


A56-B88; 


A56-B89; 


A56-B90; 


A56-B91; 


A </C DOO* 

A5o-Dyz; 


A C/; RQ'l* 
A30-J55'3j 


A56-B94; 


A56-B95; 


A56-B96; 


A56-B97; 


A5o-b9o; 


A T3Q0* 


A56-B100; 




AS6-B101: 


A56-B102; 


A56-B103; 


A5o-Jt>i04; 


A30-OiU3, 


A56-B106; 




A56-B107: 


A56-B108; 


A56-B109; 


A C£ d 1 A- 

A5O-B110; 


A ^A-R 111* 
A30-'I3ilX» - 


A56-B112; 




A56-B113: 


A56-B114; 


A56-B115; 


A TS 1 1 ^. 

A5o-BIlo; 


A <^ Rl 17- 


A56-B118; 




A56-B119' 


A56-B120; 


A56-B121; 


A50-B122; 


A<^ R17^« 


A56-B124, 




A56-B125: 


A56-B126; 


A56-B127; 


A56-Bi28; 


A30-l31Zy, 


A56-B130 




A56-B131' 


A56-B132; 


A56-B133; 


A56-B134; 


A30-JDi J3, 


A56-B136 




A56-B137' 


A56-B138; 


A56-B139; 


A C£. O 1 /I A. 


A30-JD1H1, 


A56-B142 




A56-B143: 


A56-B144; 


A56-B145; 


A C£. 'D 1 

A50-I3 14o; 


A30-I31H- /, 


A56-B148 




A56-B149; 


A56-B150; 


A56-B151; 


A </C T3 1 - 

Aj>o-Jd1 j2. 


A T>i ^i'l. 


A56-B154 




A56-B155: 


A56-B156; 


A56-B157; 


A C£. D 1 CO« 

A5o-Bi5o, 


AC/; t>i cQ. 


A56-B160 




A56-B161: 


A56-B162; 


A56-B163; 




A30"l>iv«/j 


A56-B166 




A56-B167; 


A56-B168; 


A56-B169; 




A3 /-X>^, 


A57-B3; 


A57-B4; 


A57-B5; 


A57-B6; 


A3 /-JJ /, 




A57-B9; 


A57-B10; 


A57-B11; 


A57-B12; 


A<7 R1^- 


/"■!-> i*t) 


A57-B15; 


A57-B16; 


A57-B17; 


A err T) 1 Q' 


A C7_T3 1Q. 

A3 /-JD ly. 


A57-B'>0* 


A57-B21; 


A57-B22; 


A57-B23; 


A57-Bz4, 


A3 / "JSZ J J 




A57-B27; 


A57-B28; 


A57-B29; 


A_> /-Jo Ju, 




A57-B32; 


A57-B33; 


A57-B34; 


A CI "QIC 

A57-B35; 


A<7 R^A* 




A57-B38; 


A57-B39; 


A57-B40; 


A57-B41; 


A57-B42; 


A57-B43; 


A57-B44; 


A57-B45; 


A57-B46; 


A57-B47; 


A57-B48; 


A57-B49; 


A57-B50; 


A57-B51; 


A57-B52; 


A57-B53; 


A57-B54; 


A57-B55; 


A57-B56; 


A57-B57; 


A57-B58; 


A57-B59; 


A57-B60; 


A57-B61; 


A57-B62; 


A57-B63; 


A57-B64; 


A57-B65; 


A57-B66; 


A57-B67; 


A57-B68; 


A57-B69; 


A57-B70; 


A57-B71; 


A57-B72; 


A57-B73; 


A57-B74; 


A57-B75; 


A57-B76; 
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J\J 1 1 f y 


A57-B78; 


A57-B79; 


A57-B80; 


A57-B81; 


A57-B82; 






A57-B85- 


A57-B86; 


A57-B87; 


A57-B88; 






A57-B91; 


A57-B92; 


A57-B93; 


A57-B94; 






A57-B97' 


A57-B98; 


A57-B99; 


A57-B100; 


A ^'T ! ni • 
AD /-IJIUI, 




A57-R103- 


A57-B104; 


A57-B105; 


A57.B106; 


Aj /-JoiU/, 


A ^7 RIOR* 


AS7-RtnQ* 


A57-B110' 


A57-B111; 


A57-B112; 


A a 'D 1 1 Q> 


A ^7 Rl lil* 


A*\7-R1 1 

/V^ /"DL 


A57-R116- 


A57-B117; 


A57-B118; 


A57-Bliy, 


A <n HI 7A» 
A J /-JdIxU, 


A ^7 • 




A57-B123; 


A57-B124; 


A57-'B125; 


Aj /-dIzo, 


A^7 R177- 
AD l-oiZi J 


AS7-R12R* 

iVJ /**JD i.ZiO) 


A57-B129; 


A57-B130; 


A57-B131; 


Ad /-D 132, 


A ^7 "Rl 'X'X' 


AS7-R154* 


A57-B135* 


A57-B136; 


A57-B137; 


Ad7-B13o; 


A ^7 D1 10» 
AD /-JDl jy. 


AS7-R140- 


A57-B141' 

I^umf r *^AT^i| 


A57-B142: 


A57-B143; 


A CT D 1 >l /I • 

Ad7-B144; 


AD /-D14D, 


AS7 RMtfi* 
AD /-DIHO, 


A57-B147' 


A57-B148' 


A57-B149; 


A CT D 1 CA. 

Ad7-J31dU; 


A ^7 RKI • 


A^7-R1*;9» 


A57-B153* 


A57-B154; 


A57-B155; 


A CT Ti 1 S£. 

A57-B15o; 


A CT m ^T. 

AdV-BId/; 


AC7 Rl^ft- 
AD /-Dl JO, 


AS7-R150- 


A57-B160- 


A57-B161; 


A57-Blo2; 


A57-B103; 


AC7 Rt<^* 


AJ /"OlxJJi 


A57-B1 66* 


A57-B167; 


A cn n 1 £0. 

A57-Blo8; 


A C7 t>l iCO- 

ADz-BiOy, 


A<Q Dl . 
ADo-Oi] 




A58-B3; 


A58-B4; 


A CO nc 

A58-B5; 


A CO R£* 


AlDo-D / y 




A58-B9; 


A58-B10; 


A58-Bil; 


A<Q 'DIO* 


AJo-X3 1 J, 


A58.B14- 


A58-B15' 


A58-B16; 


A58-B17; 


A J^O "D 1 Q. 


A CO RIO- 
ADO-Dl", 




A58-B21' 

x&^U A^ A A y 


A58-B22; 


A CO 'D'>1 . 


A <0 R74« 
ADo--DZ*l, 


/\JO~D^J» 


A58-B26' 


A58-B27; 


A58-B28; 


A CO DOO* 




AJ O-JD J 1 9 


A58-B32- 

A*— ' V A^«/*«j 


A58-B33; 


A CO Th*y A. 

A58-B34; 


A 

ADo-d3D, 


A CO VtXf.' 


ASR-B57" 

rVJO"l^J / J 


A58-B38: 


A58-B39; 


A58-B4U; 


A <Q T2>l 1 • 

ADo-Jt>41, 


A CO RAO. 




A58-B44; 


A58-B45; 


AS8-B46; 


A <Q Ta>l'7« 

ADo-D^/j 


A CO R4R. 




A58-B50; 


A58-B51; 


A55-DD2; 


ADo-dDj, 


A^R RCA* 
AJO~D->*T, 


A58-B55- 


A58-B56; 


A58-B57; 


A CO OCO* 


ADo-JoD?, 




A58-B61* 

XM^mJ \J X>/wA.J 


A58-B62; 


A58-B63; 


Ajo-DO^f, 




A5R-B66- 


A58-B67; 


A58-B68; 


A58-B69; 


A CO T3'7n' 
Ajo-D /U, 


ASR-R71 • 


A58-B72- 


A58-B73; 


A58-B74; 


A58-B75; 


ACQ R7/;- 




A58-B78* 


A58-B79; 


A58-B80; 


A58-B81; 


A58-B82; 


A58-.B83; 


A58-B84; 


A58-B85; 


A58-B86; 


A58-B87; 


A58-B88; 


A58-B89; 


A58-B90; 


A58-B91; 


A58-B92; 


A58-B93; 


A58-B94; 


A58-B95; 


A58-B96; 


A58-B97; 


A58-B98; 


A58-B99; 


A58-B100; 


A58-B101; 


A58-B102; 


A58-B103; 


A58-B104; 


A58-B105; 


A58-B106; 


A58-B107; 


A58-B108; 


A58-B109; 


A58-B110; 


A58-B111; 


A58-B112; 


A58-B113; 


A58-B114; 


A58-B115; 


A58-B116; 


A58-B117; 
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A CO 13 1 1 Q* 








A58-B122- 

eX«/0 mJ' 


A58-B123; 


A58-B124; 






Ace 


A58-B128- 


A58-B129; 










A58-B134- 


A58-B135; 


A58-B136; 


A CO "D 1 *3 T. 

Ajo-BIj/; 






ASS-R140* 


A58-B141- 


A58-B142; 


A CO *D 1 yl "5 . 

A5o-B143; 


A CO I> 1 A A « 




ASR-R146* 


A58-B147' 

Ct^Sj AV A^ 1 , 


A58-B148; 


A CO T> 1 AC\, 

A58-B149; 


A CO T> 1 <n. 




ASR-Rl S9' 


A58-B153* 


A58-B154; 


A58-B155; 


A CO n 1 c^. 

A58-B15d; 




A^R-Rl ^fi* 

AJO-Dl JO, 




A58-B160; 


A58-Bi61; 


A CO T> 1 . 

A58-Blo2; 


A CO D 1 /CI* 


ajo-uio^t, 


A^R-BlfiS- 


A58-B166; 


A58-B167; 


A c o n 1 ^o . 

A58-B168; 


A CO t> 1 /CQ. 


A CO 01 . 

Ajy-ui, 


A 'JO-R^ • 

/vJ2'"aJ^, 


A59-B3; 


A59-B4; 


A59-B5; 


A eft OiT* 

A59-Bo; 


ACQ 1>7. 


A^Q-Rfi* 


A59-B9; 


A59-B10; 


A59-Bli; 


A eft O 1 . 

A59-B12; 


ACQ ni 1- 


A CO p 1 A- 
Ajy-I51*r, 


A59.B15; 


A59-B16; 


A59-B17; 


A eft n 1 o. 

A59-B18; 


A CO mo* 




A59-B21; 


A59-B22; 


A59-B23; 


A59-B24; 


A CO TIOC* 


A^O P0*?« 


A59-B27; 


A59-B28; 


A59-B29; 


A eft T^Oft. 

A59-B30; 


A<0 CI 1 . 


A CO Q19* 


A59.B33; 


A59-B34: 


A59-B35; 


A59-B36; 


A59-B37; 


A CO niQ- 


A59-B39; 


A59-B40; 


A59-B41; 


A59-B42; 


A -co 0>f1« 

A59-B43; 


A CO DAA* 


A59.B45; 


A59-B46; 


A59-B47; 


A59-B48; 


A<0 OHO* 

A59-B49; 


A CO Pcn- 


A59-B51; 


A59-B52; 


A59-B53; 


A59-B54; 


ACO 13CC> 

A59-B55; 


A CO PC/^' 


A59-B57; 


A59-B58; 


A59-B59; 


A59-B60; 


A cn "D/C 1 • 


ACQ P<9' 


A59-B63; 


A59-B64; 


A59-B65; 


A eft Ti£./1^ 

A59-Bo6; 


A CO T^^H' 


ACQ R/:i2- 


A59-B69; 


A59-B70; 


A59-B71; 


A eft orfo. 

A59-B72; 


ACQ mi- 


ACO P74» 


A59-B75; 


A59-B76; 


A59-B77; 


A crt noFO. 

A59-B76; 


ACO "OTO- 

Ajy-iD /y , 


A so psn* 


A59-B81; 


A59-B82; 


A59-B83; 


A59-Bo4; 


ACQ TJCC. 




A59-B87; 


A59-B88; 


A 'C/\ TkOA. 

A59-B89; 


A cft onn. 


ACQ ROl • 

ADy-oyi, 


A S0-"RQ9 * 


A59-B93; 


A59-B94; 


A59-B95; 


A CO T30/C* 


A^Q P07' 




A59-B99; 


A59-B100; 


A59-B101; 


A CO "O 1 09» 


A^o mn*^* 




A59-B105; 


A cn "o 1 AiC. 

A59-B106; 


A CO "D 1 rj*?. 


A CQ niOR' 




A59-B110- 


A59-B111; 


A59-B112; 




ACQ Rl 14* 




A59-B116: 


A59-B117; 


A CC\ 13 1 1 0> 






A59-B121* 


A59-B122; 


A59-B123; 


A59-B124; 


A59-B125; 


A59-B126; 


A59-B127; 


A59-B128; 


A59-B129; 


A59-B130; 


A59-B131; 


A59-B132; 


A59-B133; 


A59-B134; 


A59-B135; 


A59-B136; 


A59-B137; 


A59-B138; 


A59-B139; 


A59-B140; 


A59-B141; 


A59-B142; 


A59-B143; 


A59-B144; 


A59-B145; 


A59-B146; 


A59--B147; 


A59-B148; 


A59-B149; 


A59-B150; 


A59-B151; 


A59-B152; 


A59-B153; 


A59-B154; 


A59-B155; 


A59-B156; 


A59-B157; 


A59-B158; 
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A59-B160: 


A59-B161; 


A59-B162; 


A59-B163; 


A59-B164; 




A59-B166* 


A59-B167; 


A59-B168; 


A59-B169; 


A60-B1; 




A60-B3; 


A60-B4; 


A60-B5; 


A60-B6; 


A60-B7: 




A60-B9- 


A60-B10; 


A60-B11; 


A60.B12; 


A60-B13; 




A60-B15* 


A60-B16: 


A60-B17; 


A60-B18; 


A60-B19; 




Afi0-R71' 


A60-B22: 


A60-B23; 


A60-B24; 


A60-B25; 


AoU-bZO, 


A/^n.R??' 


A60-B28' 


A60-B29; 


A60-B30; 


A60-B31; 


AoU-rJjZ, 


A/^fl-R'^'^' 


A60-B34' 


A60-B35; 


A60-B36; 


A60-B37; 


A /in "Die. 


AOU-JJ^y, 


A60-B40* 


A60-B41; 


A60-B42; 


A60-B43; 


A60-B44; 


A/;n R/i^- 

AOU-JD^fJ, 




A60-B47; 


A60-B48; 


A60-B49; 


A60-B50; 


AAA "R^l • 




A60-B53; 


A60-B54; 


A60-B55; 


A60-B5o; 


AAA 




A60-B59: 


A60-B60; 


A60-B61; 


A60-B62; 


A AA DA'l* 




A60-B65: 


A60-B66: 


A60-B67; 


A60-B68; 


A /CA DAO- 

Aou-uoyi 


A AO-R70* 


A60-B71; 


A60-B72; 


A60-B73; 


A60-B74; 


AoU-o/j, 


A/;0-R76' 


A60-B77: 

A».W *^ * ' 3 


A60-B78; 


A60-B79; 


A60-B80; 


A £A I>Q 1 • 


AAn-RR5- 


A60-B83: 


A60-B84; 


A60-B85; 


A60-B86; 


AoU-Do/, 




A60-B89; 


A60-B90; 


A60-B91; 


A60-B92; 


AiCA 1201 • 




A60-B95; 


A60-B96; 


A60-B97; 


A60-B98; 


Aou-Dvy, 


AAA.RtnO* 


A60-B101: 


A60-B102; 


A60-B103; 


A60-B104; 


A A.f\ n 1 A<* 
AOU-D lUD, 


A^^n-R106' 

Z\.\J\J~\J I VVIg 


A60-B107; 


A60-B108; 


A60-B109; 


A ^/\ 1 1 A. 

A60-B110; 


A AA R 1 1 1 • 


AA0-R112' 


A60-B113; 


A60-B1 14; 


A60-B115; 


A ^A 1 1 . 


AAA R1 17* 
AOU-D 11/, 




A60-B119; 


A60-B120; 


A60-B121; 


A ^A D 1 OO . 


A AA_R19'l» 


A60-B124- 


A60-B125; 


A60-B126; 


A60-B127; 


A £ A n 1 o Q • 
AoU-Blzo; 


AAA-R190- 
ADtr-Dl^yj 


A6O-B130: 


A60-B131; 


A60-B132; 


A60-B133; 


AoU-t51J% 




A60-B136; 


A60-B137; 


A60-B138; 


A60-B139; 


A A/l H 1 An* 


AAA.R141 • 

r\\i\f S-f '-J 


A60-B142; 


A60-B143; 


A60-B144; 


A60-B145; 


A0U-X31*tO5 




A60-B148; 


A60-B149; 


A60-B150; 


A60-B151; 




A60-B153- 


A60-B154; 


A60-B155; 


A60-B156; 


A60-B157; 


AOU-Dl^o, 


A60-B159: 


A60-B160; 


A60-B161; 


A60-B162; 


A60-B163; 


A60-B164; 


A60-B165; 


A60-B166; 


A60-B167; 


A60-B168; 
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A66-B143- 


A66-B144; 


A66-B145; 


Ao6-B14o; 


AOO-Dl*l'/, 


AO 0"jD i I"© » 


A66-B149* 


A66-B150; 


A66-B15I; 


A66-B152; 


AOO-dIjJ, 


AOO"iJ i -'^^ 


A66-B155- 


A66-B156; 


A66-B157; 


A £.£. "D 1 CO* 






A66-B161; 


A66-B162; 


A66-B163; 


A ifiC T>1 CA* 


AAA VK\A<^' 


A66-B166* 


A66-B167; 


A66-B168; 


A66-B169; 


A an "D 1 • 


AAl R9- 
AO f-DZ, 


A67-B3* 


A67-B4; 


A67-B5; 


A67-B6; 


A fji in* 


AO /-DO5 


A67-B9; 


A67-B10; 


A67-B11; 


A67-BI2; 


A /:7 nil. 




A67-B15; 


A67-B16; 


A67-B17; 


A67-B18; 


AO /-D ly, 




A67-B21; 


A67-B22; 


A67-B23; 


A67-B24; 




A67-B26- 


A67-B27; 


A67-B28; 


A67-B29; 


A67-B30; 


A67-B31; 


A67-B32; 


A67.B33; 


A67-B34; 


A67-B35; 


A67-B36; 


A67-B37; 


A67-B38; 


A67-B39; 


A67-B40; 


A67-B41; 


A67-B42; 


A67-B43; 


A67-B44; 


A67-B45; 


A67-B46; 


A67-B47; 


A67-B48; 


A67-B49; 


A67-B50; 


A67-B51; 


A67-B52; 


A67-B53; 


A67-B54; 


A67-B55; 


A67-B56; 


A67-B57; 


A67-B58; 


A67-B59; 


A67-B60; 


A67-B61; 


A67-B62; 


A67-B63; 


A67-B64; 


A67-B65; 


A67-B66; 
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A67-B67' 


A67-B68- 


A67-B69; 


A67-B70; 


A67-B71; 


A67-B72; 


A67.B73- 


A67-B74; 


A67-B75; 


A67-B76; 


A67-B77; 


A67-B78; 


A67-B79- 


A67-B80- 

/ \.\J f l^UVf 


A67-B81; 


A67-B82; 


A67-B83; 


A67-B84; 


A^7-R85- 

/\o / X>OJ, 


A67-B86* 


A67-B87; 


A67-B88; 


A67-B89; 


A67-B90; 




A67-B9'?- 


A67-B93; 


A67-B94; 


A67-B95; 


A67-B96; 


A ^7 "RQ7* 




A67-B99; 


A67-B1CK): 


A67-B101; 


A67-B102; 


A0/-Jc>1Uj, 




A67-B105* 


A67-B106* 


A67-B107; 


A67-B10g; 


A xj 1 no* 


A/^7-'Ri 1 n* 

AU /-Dl JLU, 


Afi7-Bl 1 1' 


A67-B112- 


A67-B113; 


A67-B114; 


Ao7-Jc>11j, 


AA7 PI 1 


Afi7-Pl 17« 


A67-B118* 


A67-B119; 


A67-B120; 


A67-D121, 


AO /'DiZA, 


AA7-R19^- 


Xa.v/ / JL^ A^*Tf 


A67-B125; 


A67-B126; 


A67-B127; 


A0/-JD1ZO, 






A67-B131: 


A67-B132; 


A67-B133; 


A XT "D 1 1A • 

AO/-I51J4, 


AA7 Rll^- 




A67-B137' 

t X^ X ^ r y 


A67-B138; 


A67-B139; 


A <Tr PI ylA- 


A^7 P1A1 • 
AO /-D 1^1, 




A67-B143* 


A67-B144; 


A67-B145; 


Ao/-i3l4o; 


AA7 P1A7« 




A67-B149- 


A67-B150; 


A67-B151; 


A iCT "Qt • 


A#?7 Pl^'^* 


AA7-R1^4' 


A67-B155- 


A67-B156; 


A67-B157; 


A izn "D 1 <0. 

Ao/-i>1jo; 


AA7 PV^O- 


Ai;7_p 1 fin- 

AQ / -J9 1 U Vy 


A67-B161* 


A67-B162; 


A67-B163; 


A XT "D 1 /C/l - 

Ao/-iJl04, 


AA7 P1/^^* 
AO/ -13103, 




A67-B167- 


A67-B168; 


A67-B169; 


A iZQ 131 • 


A AS R9- 


AAR-R*^- 


A68-B4- 


A68-BS: 


A68-B6; 


A /CO n*?- 
Aoo-rJ/, 


AAR RR* 


AfiR.PQ* 


A68-B10' 


A68-B11; 


A68-B12; 


A /CQ X3 1 

Aoo-x>13» 


A^ft PI A* 


AfiR-Rl S- 


A68-B16* 

XXW U X«/ X V y 


A68-B17; 


AOo-Blo; . 


Ai^Q P10* 

Aoo-D 1 y. 






A68-B22: 


A68-B23; 


A68-B24; 


AAfi PO^- 
AOO-J3AJ, 




A6R-B27' 


A68-B28: 


A68-B29; 


Aoo-l5JU, 


a/:q poi . 

AOO-DJl, 


a68-r:^9- 


A68-B33: 


A68-B34; 


A68-B35; 


Aoo-xJ30, 


A^R P'^7* 




A68-B39: 


A68-B40; 


A68-B41; 


A/CQ "RAO* 


A/^iR-RA*^- 
Av)o-iJ'T->, 


A68-B44* 


A68-B45: 


A68-B46; 


A68-B47; 


AA8 RilR- 




A68-B50- 


A68-B51; 


A68-B52; 


A68-B53; 






A68-B56' 


A68-B57; 


A68-B58; 


A68-B59; 




A68-B61- 


A68-B62; 


A68-B63; 


A68-B64; 


A68-B65; 




A68-B67- 


A68-B68; 


A68-B69; 


A68-B70; 


A68-B71; 


A68-B72; 


A68-B73; 


A68-B74; 


A68-B75; 


A68-B76; 


A68-B77; 


A68-B78; 


A68-B79; 


A68-B80; 


A68-B81; 


A68-B82; 


A68-B83; 


A68-B84; 


A68-B85; 


A68-B86; 


A68-B87; 


A68-B88; 


A68-B89; 


A68-B90; 


A68-B91; 


A68-B92; 


A68-B93; 


A68-B94; 


A68-B95; 


A68-B96; 


A68-B97; 


A68-B98; 


A68-B99; 


A68-B100; 


A68-B101; 


A68-B102; 


A68-B103; 


A68-B104; 


A68-B105; 


A68-B106; 


A68-B107; 
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A68-B109' 


A68-B110; 


A68-B111; 


A68-B112; 


A68-B113; 




Afi«_"R1 1 


A68-B116; 


A68-B117; 


A68-B118; 


A68-B119; 




AfiR-R191' 


A68-B122; 


A68-B123; 


A68-B124; 


A68-B125; 


AOo-Jt>ixO, 


AfiS-Rl??- 
/\.O0-Di A / , 


A68-B128- 


A68-B129; 


A68-B130; 


A68-B131; 


A /CO "D 1 • 


AOo-Dl Jj, 




A68-B135: 


A68-B136; 


A68-B137; 


Ao8-B13o, 






A68-B141: 


A68-B142; 


A68-B143; 


A68-B144; 






A68-B147- 


A68-B148; 


A68-B149; 


A68-B150; 


A iCC T51 < 1 • 




A68-B153- 


A68-B154; 


A68-B15S; 


A68-B156; 


A "D 1 C*7. 

Aoo-BX!>/; 


A "Rl ^8- 


AfiR-RlSQ* 


A68-B160; 


A68-B161; 


A68-Blo2; 


Aoo-Bloj; 


AOo-DlO**-, 


.AfiR-Rlfi5' 


A68-B166; 


A68-B167; 


A68-B168; 


Ao8-Blo9; 






A69-B3; 


A69-B4; 


A69-B5; 


A69-B6; 


Aoy-D/, 


AAO.RS- 


A69-B9- 


A69-B10; 


A69-B1 1; 


Ao9-Bl2; 


A £XS D1 7* 

Aoy-JoiJ, 


AAQ.R1A* 
AOy-Dl**, 


A69-B15- 


A69-B16; 


A69-B17; 


A69-B18; 


Aoy-Diy; 


A^O R90* 


A69-B21- 


A69-B22: 


A69-B23; 


A69-B24; 


A /CCV 

Aoi/-DZ3; 


A AO R7/>- 


A69-B27" 


A69-B28; 


A69-B29; 


A69-B30; 


A £0 D*! 1 . 

Ao9-B3i; 


A AO T>10» 


A6Q-R'^5' 

XWJZf^XJJ^J^ 


A69-B34; 


A69-B35; 


A69-B36; 


A69-B37; 


A0!/-DjO, 




A69-B40: 


A69-B41; 


A69-B42; 


Aoy-i54j, 


A AO R/1/1- 


A69-B45; 


A69-B46; 


A69-B47; 


A69-B48; 


Aoy-r>4y, 


A/CQ R^O' 
AOi'-D JWj 


A69-B51; 


A69-B52; 


A69-B53; 


A69-B54; 


A <(i tj<<:« 
Aoy-tSj-), 


A/*0-R^/?* 
AOy-DJO, 


A69-B57; 


A69-B58; 


A69-B59; 


A69-B60; 


A Aft 15X1 . 


A/;q RA9- 


A69-B63* 


A69-B64; 


A69-B65; 


A69-Boo; 


A^O T^fH' 




A69-B69- 


A69-B70; 


A69-B71; 


Ao9-B72; 


A<Q TVTX' 




A69-B75; 


A69-B76; 


A69-B77; 


A iCO DTQ* 


A/CQ Ti'yo- 

Aoy-jj iv^ 




A69-B81; 


A69-B82; 


A69-B83; 


A AO "DC/I* 

Aoy-r>o4, 




A69-B86' 


A69-B87; 


A69-B88; 


Ao9-B89; 


Aoy-Jt>yu, 




A69-B92- 


A69-B93; 


A69-B94; 


A ^fi one* 

A69-By5, 


AAQ-RO^^' 

Aoy-Jjyo, 




A69-B98: 


A69-B99; 


A69-B100; 


A /CO O 1 ^1 • 


AA0-R109' 


A69-B103- 


A69-B104; 


A69-B105; 


A69-B106; 


A /;q "d 1 
Aoy-t51U/, 


A/iO-T^lOR- 

rVU " -JO JL V O > 


A69-B109' 


A69-B110; 


A69-B111; 


A69-B112; 


A69-B113; 


A69-B114; 


A69-B115; 


A69-B116; 


A69-B117; 


A69-B118; 


A69-B119; 


A69-B120; 


A69-B121; 


A69-B122; 


A69-B123; 


A69-B124; 


A69-B125; 


A69-B126; 


A69-B127; 


A69-B128; 


A69-B129; 


A69-B130; 


A69-B131; 


A69-B132; 


A69-B133; 


A69-B134; 


A69-B135; 


A69-B136; 


A69-B137; 


A69-B138; 


A69-B139; 


A69-B140; 


A69-B141; 


A69-B142; 


A69-B143; 


A69-B144; 


A69-B145; 


A69-B146; 


A69-B147; 


A69-B148; 
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A69-RlSfl- 


A69-B151- 


A69-B152; 


A69-B153; 


A69-B154; 


A AO Rl 




A69-B157' 


A69-B158; 


A69-B159; 


A69-B160; 


AO^-D 101, 




A69-B163- 


A69-B164; 


A69-B165; 


A69-B166; 


A /CQ Rl fH' 
AOy-D 10/, 




A69-B169- 


A70-B1; 


A70-B2; 


A70-B3; 


A70-b4, 


A7n R*^* 


A70-R6* 


A70-B7; 


A70-B8; 


A70-B9; 


A nf\ o 1 A. 

A70-B10; 


A 7n R I 1 • 


A /\J~D l^j 


A70-B13; 


A70-B14; 


A70-B15; 


A70-B16; 


A7n RI7» 


A7n-R1R' 


A70-B19* 

/ V A-» A ✓ J 


A70-B20; 


A70-B21; 


A70-B22; 


A/U-dZj, 




A70-B25; 


A70-B26; 


A70-B27; 


A70-B28; 


A7U-bzy; 


A7A R7n* 




A70-B32; 


A70-B33; 


A70-B34; 


A 'TA TDI^. 


A7n Tk'Xft' 


A70-B37- 


A70-B38; 


A70-B39; 


A70-B40; 


A OA D >4 1 . 

A70-B41; 


A7A R47* 


A7n-R4'^- 

A/U"D*tJ, 


A70-B44; 


A70-B45; 


A70-B46; 


A 'TA Oil'T. 

A70-B47;^ 


A/U-JtWo, 


A7n-R4.0* 

A/ w"D*t7j 


A70-B50: 


A70-B51; 


A70-B52; 


A70-B53; 


ATA RCi4- 


A7ft-RSS' 


A70-B56- 


A70-B57; 


A70-B58; 


A70-B59; 


ATA ISi^A* 


A7n.RA1 • 


A70-B62- 


A70-B63; 


A70-B64; 


A70-B65; 


ATA D/C/C* 

A70-DDO; 


ATA r>^7. 


A70-B68- 


A70-B69; 


A70-B70; 


A70-B71; 


ATA DTO« 


A7n-R7'^' 
A/U'O/ J} 


A70-B74; 


A70-B75; 


A70-B76; 


A70-B77; 


ATA 13TQ* 

A70-b / o; 


ATA O70' 


A70-RR0* 


A70-B81; 


A70-B82; 


A70-B83; 


ATA 


A7n RR^- 


A70-B86' 

A^ 1 W A^ 


A70-B87; 


A70-B88; 


A70-B89; 


A TA T3 0A* 




A70-B92' 


A70-B93; 


A70-BW; 


A70-B95; 


A TA 'QOiC* 


A7nL.R07- 


A70-B98* 


A70-B99; 


A70-B100; 


A TA O 1 A1 . 

A70-Blul; 


ATA Rino- 




A70-B104; 


A70-B105; 


A70-B106; 


A '7A D t AT. 

A70-Blv;7; 


ATA Rinfi* 


A70-R109- 


A70-B110; 


A70-B111; 


A70-B112; 


A A 13 1 1 O ■ 

A70-B113; 


A TA Rl 1 A* 




A70-B116; 


A70-B117; 


A70-B118; 


A/U-Jt>lly, 


A7n-R190- 

A / w X> 1 y 


A70-B121- 


A70-B122; 


A70-B123; 


A70-B124; 


A'TA R10<' 
A/U-olx3, 


A/ U"D iZ>V/, 


A70-BP7- 


A70-B128; 


A70-B129; 


A70-oiiU; 


A T A R 1 '1 1 • 
A/U-Ol->li 


A70-B132' 


A70-B133: 


A70-B134; 


A70-B135; 


A '7A 13 1 K- 


A7n Rl'^7* 


A70-B138- 


A70-B139; 


A70-B140; 


A70-B141; 


A/U-DlHZ, 


A/ VJ-DIHj, 


A70-B144- 

/ V A-' A • » J 


A70-B145; 


A70-B146; 


A70-B147; 


A*?/^ R 1 /IB- 


A/ V 1? A^y> 


A70-B150- 


A70-B151; 


A70-B152; 


A70-B153; 


A70-B154; 


A70-B155; 


A70-B156; 


A70-B157; 


A70-B158; 


A70-B159; 


A70-B160; 


A70-B161; 


A70-B162; 


A70-B163; 


A70-B164; 


A70-B165; 


A70-B166; 


A70-B167; 


A70-B168; 


A70-B169; 


A71-B1; 


A71-B2; 


A71-B3; 


A71-B4; 


A71-B5; 


A71-B6; 


A71-B7; 


A71.B8; 


A71-B9; 


A71-B10; 


A71-B11; 


A71-B12; 


A71-B13; 


A71-B14; 


A71-B15; 


A71-B16; 


A71-B17; 


A71-B18; 


A71-B19; 


A71-B20; 
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A71-B2r 


A71-B22; 


A71-B23; 


A71-B24; 


A71-B25; 


A71-B26; 




A71-B28; 


A71-B29; 


A71-B30; 


A71.B31; 


A71-B32; 




A71-B34; 


A71-B35; 


A71-B36; 


A71-B37; 


A71-B38; 


A/ 1-Djy, 


A71-R40- 


A71-B41; 


A71-B42; 


A71-B43; 


A71-B44; 


ATI PA^- 




A71-B47; 


A71-B48; 


A71-B49; 


A71-B50; 


A/1-Jt>0i, 




A71-B53- 


A71-B54; 


A71-B55; 


A71-B56; 


ATI tX"?. 


A71 Tl^R* 
A/ 1-DjO, 




A71-B60' 


A71-B61; 


A71-B62; 


ATI O^*}* 

Avi-boi; 


A 71 R^A- 
A / 


A71-'R6^- 


A71-B66- 


A71-B67; 


A71-B68; 


ATI "O/T*. 

A71-B69; 


A*?! '07A« 
A/ 1-D /U, 


A71 R71- 


A71-B72" 


A71-B73; 


A71-B74; 


A71-B75; 


A 71 tl7<« 


A71 R77' 


A71.B78' 


A71-B79; 


A71-B80; 


A71-B81; 


A '71 DOO. 

A71-Bo2; 


A 71 Rfil« 


A71-R84* 


A71-B85: 


A71-B86; 


A71-B87; 


ATI 1300> 


A71 RfiO* 


A71-R90* 


A71-B91; 


A71-B92; 


A71-B93; 


A71-B94; 


A 71 C>Q<< 
A/ i-oVj, 


A71-R9fi- 


A71-B97; 


A71-B98; 


A71-B99; 


ATI TJ 1 f\f\. 

A71-B100; 


ATI ni/^i- 


A71-Rlfl9* 


A71-B103: 


A71-B104; 


A71-B105; 


ATI "O 1 /\^. 

A71-B100; 


A 71 T5in7« 
A/ 1-JtSlU/, 


A71-RinR' 

A/X-JOXUO, 


A71-B109* 


A71-B110; 


A71-B111; 


ATI mio. 

A71-B112; 


A71 mil* 


A/1~D1 


A71.B115* 


A71-B116; 


A71-B117; 


ATt Olio. 

A71-Bllo; 


A71 mio* 
A7l-oiiy, 


A71-R19n- 

A/ J-DXZU, 


A71-B12r 

/>. t X XJ X ^ X y 


A71-B122; 


A71-B123; 


ATI mo>i. 

A71-B124; 


A71 mo^» 


/\ / 1**XJ X^V, 


A71-B127* 

Jtb 1 X XJ X^ 1 J 


A71-B128; 


A71-B129; 


ATI D 1 O A. 


A71 Rl "^1 - 




A71-B133: 

A& f X X m^mf ^ 


A71-B134; 


A71-B135; 


ATT T5 1 1 /*. 


A 71 ■Rl'^7- 
A/ 1-131 J/, 


A/ X-DX JO, 


A71-B139- 


A71-B140; 


A71-B141; 


ATI D 1 y17« 


A71 

A / 1-1>1t3, 


A71-B144- 


A71-B145* 


A71-B146; 


A71-B147; 


ATI D1 >10. 

A71-Bi4o; 


A71 RIAQ* 


A71-R150' 

/\. / X"*l-> 1 -'V/, 


A71-B151' 


A71-B152; 


A71-B153; 


A71 TitKA* 


A71 "RIS^* 
A/ JJ, 


A71-B156* 


A71-B157; 


A71-B158; 


A T1 T> 1 CO. 

A7i-Dijy; 


A 7 1 la 1 Af\' 

A / 1-JdIOU, 




A71-B162: 

aV ' X XJ X 


A71-B163; 


A71-B164; 


ATI Ol^^* 


A71 


A71-B167* 


A71-B168; 


A71-B169; 


A72-B1; 


A 'TO Q0« 




A72-B4' 


A72-B5; 


A72-B6; 


A72-B7; 


A'/O 

A/Z-OO, 


A79-RQ' 


A72-B10- 


A72-B11; 


A72-B12; 


A72-B13; 






A72-B16' 


A72-B17; 


A72-B18; 


A72-B19; 






A72-B22: 


A72-B23; 


A72-B24; 


A72-B25; 


A72-B26; 


A72-B27; 


A72-B28; 


A72-B29; 


A72-B30: 


A72-B31; 


A72-B32; 


A72-B33; 


A72-B34; 


A72-B35; 


A72-B36; 


A72-B37; 


A72-B38; 


A72-B39; 


A72-B40; 


A72-B41; 


A72-B42; 


A72-B43; 


A72-B44; 


A72-B45; 


A72-B46; 


A72-B47; 


A72-B48; 


A72-B49: 


A72-B50; 


A72-B51; 


A72-B52; 


A72-B53; 


A72-B54; 


A72-B55; 


A72-B56; 


A72-B57; 


A72-B58; 


A72-B59; 


A72-B60; 


A72-B61; 
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A72-B63- 


A72-B64; 


A72-B65; 


A72-B66; 


A72-B67; 




A72-B69- 


A72-B70; 


A72-B71; 


A72-B72; 


A72-B73; 




A72-B75; 


A72-B76; 


A72-B77; 


A72-B78; 


A72-B79; 






A72-B82; 


A72-B83; 


A72-B84; 


A72-B85; 






A72-B88' 


A72-B89; 


A72-B90; 


A72.B91; 






A72-B94- 


A72-B95; 


A72-B96; 


A72-B97; 




A 79 RQO* 


A72-B100- 


A72-B101; 


A72-B102; 


A72-B103; 


A72-I31U4, 


ATo r> 1 n^* 


A79-B106' 


A72-B107; 


A72-B108; 


A72.B109; 


A72-Bllu; 


A 79 P 1 1 1 • 




A72-B113: 


A72-B114; 


A72-B115; 


A72-Bllo; 


A 79 ni 17- 


A79-T11 IR- 


A72-B119' 


A72-B120; 


A72-B121; 


A72-B122; 


A TO n 1 0 1 • 


A TO T>194«* 




A72-B126; 


A72-B127; 


A72-B128; 


A TO D 1 Ofi- 


A TO min* 


1 *t XJ XtJ X g 


A72-B132; 


A72-B133; 


A72-B134; 


A TO D 1 OC< 

A72-B135; 


ATo m^/^* 


A72-B137' 

JtX 1 JL^JO Xm9 1 } ■ 


A72-^138: 


A72-B139; 


A72-B140; 


A "70 1 >l 1 . 

A72-B141; 


A 79 RIA9* 
A/Z-Dl*frZ, 


A72-B143* 


A72-B144: 


A72-B145; 


A72-B146; 


A72-B147; 


ATO niAfi' 


A79-R14Q- 


A72-B150- 


A72-B151; 


A72-B152; 


A TO T3 1 CO» 

A72-B153; 


A TO "D 1 

A /Z- Jo 13% 


A72-B15S* 


A72-B156: 


A72-B157; 


A72-B158; 


A TO 1 f A. 

A72-B159; 


A TO D 1 < A- 


A79-Blfil • 

A / 1 U 1 , 


A7'^>B162' 


A72-B163; 


A72-B164; 


A TO DliCC* 

A72-Blo5; 


A79 


A72-B167- 


A72-B168: 


A72-B169; 


A73-B1; 


A TO OO. 

A73-B2; 


A/ j-D J, 


A73.B4* 


A73-B5; 


A73-B6; 


A73-B7; 


A TO TD O . 


A 7*2 "RO* 


r\.i j^xj xvf 


A73-B11; 


A73-B12; 


A73-B13; 


A/3-I5L4, 


A7'^_'R1 ^• 
A/ J Dl 


A73-B16' 


A73-B17; 


A73-B18; 


A73-B19; 


ATI Don- 


A7'^JR91' 


A73-B22- 


A73-B23; 


A73-B24; 


A73-B25; 


AT'2 DO^* 


A7'^-T^97- 


A73-B28* 


A73-B29; 


A73-B30; 


A73-B31; 


A 7*2 Ti19- 


A# J J> 


A73-B34; 


A73-B35; 


A73-B36; 


A TO on* 
A73-B3/; 


ATO R'lS- 


A73-B39* 


A73-B40; 


A73-B41; 


A73-B42; 


A73-B43; 


A 7*2 RzLd.* 




A73-B46; 


A73-B47; 


A73-B48; 


ATI 'D>10> 




A73-B51; 


A73-B52; 


A73-B53; 


A73-B54; 


ATI "D^^* 
A/3-1533, 




A73-B57; 


A73-B58; 


A73-B59; 


A73-B60; 


A T1 "R A 1 • 
A/3-I501, 


A7'^-R62* 


A73-B63; 


A73-B64; 


A73-B65; 


A73-B66; 


A73-B67; 


A73-B68; 


A73-B69; 


A73-B70; 


A73-B71; 


A73-B72; 


A73-B73; 


A73-B74; 


A73-B75; 


A73-B76; 


A73-B77; 


A73-B78; 


A73-B79; 


A73-B80; 


A73-B81; 


A73-B82; 


A73-B83; 


A73-B84; 


A73-'B85; 


A73-B86; 


A73-B87; 


A73-B88; 


A73-B89; 


A73-B90; 


A73-B91; 


A73-B92; 


A73-B93; 


A73-B94; 


A73.B95; 


A73-B96; 


A73-B97; 


A73-B98; 


A73-B99; 


A73-B100; 


A73-B101; 


A73-B102; 
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A73-B104- 


A73-B105; 


A73-B106; 


A73-B107; 




A73-B108; 






A73-B111; 


A73-B112; 


A73-B113; 




A73-B114; 


ATX Rl 1 ^* 


A73-B116* 


A73-B117; 


A73-B118; 


A73-B119; 




A73-B120; 


ATX "RIO 1 • 


A7'^-B192- 


A73-B123; 


A73-B124; 


A73-B125; 




A73-B126; 




A./ iO, 


A73-B129; 


A73-B130; 


A73-B131, 




A73-B132; 


A 11 Til ll* 




A73-B135' 


A73-B136; 


A73-B137 




A73-B138; 


A73-r>liy, 


A7'^-'Rl/in- 
A f J D 1*tVI, 


A73-B141; 


A73-B142; 


A73-B143 




A73-B144; 


A73-B145; 


ATX TX\A(\* 


A7VB147* 


A73-B148: 


A73-B149 




A73-B150; 


A73-Bl5i; 


A71 Rl ^7- 


r\.t J U I. J J J 


A73-B154: 


A73-B155 




A73-B156; 


A73-B157; 


A71 ni ^C* 




A73-B160' 


A73-B161 




A73-B162; 


A73-B163; 


A/3-l>i04, 


A7'^-R1fiS» 


A73-B166' 


A73-B167 




A73-B168; 


A73-B169; 


A '7/1 ia 1 • 


A74-R9- 


A74-B3' 


A74-B4; 


A74-B5; 


A74-B6; 


AIA C7. 

A74tB7; 


AHATiQ' 
A/*r-DO, 


A74-B9- 


A74-B10; 


A74.B11; 


A74-B12; 


A74-B13; 


A74 niA- 


A74-B15- 


A74-B16; 


A74-B17; 


A74-B18; 


A74-B19; 


A7A Tl7n- 


A74-R11- 


A74-B22; 


A74-B23; 


A74-B24; 


A74-B25; 


ATA 127^ • 
A /4-UZO, 


A74.R77- 


A74-B28; 


A74-B29; 


A74-B30; 


A 1A 1 . 

A74-B3 1 ; 


A7A 'R'^7- 




A74-B34; 


A74-B35; 


A74-B36; 


AHA 13^7. 

A74-X53 /, 


A74.-'R'^R' 
A/*r-D30, 


A74-B39; 


A74-B40; 


A74-B41; 


A74-B42; 


AnA 


A7/« TiAA- 


A74-B45* 


A74-B46; 


A74-B47; 


A74-B48; 


A74-£34y, 


A 7/< R^O* 
A/^ojU, 


A74-B51- 


A74-B52; 


A74-B53; 


A74-B54; 


A T/l 

A/4'-r>j jj 


A74-R^fi- 
A/*fr"DJU, 


A74-B57- 


A74-B58; 


A74-B59; 


A74-B60; 


A/4-J501, 




A74-B63' 


A74-B64; 


A74-B65; 


A74-B66; 


AHA Xl^l' 


A 74 R^R' 


A74-B69* 


A74-B70; 


A74-B71; 


A74-B72; 


A7A XlTX' 


A74-R74* 


A74-B75; 


•A74-B76; 


A74-B77; 


A74-B7o; 




A74-B80* 


A74-B81; 


A74-B82; 


A74-B83; 


AHA TiQA' 




A74-B86* 


A74-B87; 


A74-B88; 


A74-B89; 


AIA Tjon* 
A/4-iiyu, 




A74-B92; 


A74-B93; 


A74-B94; 


A74-B95; 


A/'f-r>yo, 


A74-RQ7* 


A74-B98; 


A74-B99; 


A74-B100; 


A74-B101; 


A/'t-'Div^, 


A74-B103' 


A74-B104; 


A74-B105; 


A74-B106; 


A74-B107; 


A74-B108; 


A74-B109; 


A74-B110; 


A74-B111; 


A74-B112; 


A74-B113; 


A74-B114; 


A74.B115; 


A74-B116; 


A74-B117; 


A74-B118; 


A74-B119; 


A74-B120; 


A74.B121; 


A74-B122; 


A74-B123; 


A74-B124; 


A74-B125; 


A74-B126; 


A74-B127; 


A74-B128; 


A74-B129; 


A74-B130; 


A74-B131; 


A74-B132; 


A74-B133; 


A74-B134; 


A74-B135; 


A74-B136; 


A74-B137; 


A74-B138; 


A74-B139; 


A74-B140; 


A74-B141; 


A74-B142; 


A74-B143; 
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A74-R144* 


A74-B145; 


A74-B146; 


A74-B147; 


A74-B148; 


A74-B149; 




A74-B151; 


A74-B152: 


A74-B153; 


A74-B154; 


A74-.B155; 


A 74 Til 


A74-B157; 


A74-B158; 


A74-B159; 


A74.B160; 


A74-B161; 




A74-B163- 


A74-B164* 


A74-B165; 


A74-B166; 


A74-B167; 






A75-B1* 


A75-B2; 


A75-B3; 


A75-B4; 








A75-B8; 


A75-B9; 


A75.B10; 


A 112 1 1 • 


A7^ nio- 




A75-B14; 


A75-B15; 


A75-B16; 


A75-B17; 




A7< RIO' 


A75-B20; 


A75-B21; 


A75-B22; 


A75-B23; 


A7^ RO/l- 


A7< R9S* 


A75-B26' 


A75-B27; 


A75-B28; 


A75-B29; 


AT^ RIA- 




A75-.B32' 


A75-B33; 


A75-B34; 


A75-B35; 


ATC I31iC< 






A75-B39: 


A75-B40; 


A75-B41; 


A/5-B42; 


A*?*; RA*^- 


A7S-R44- 


A75-B45: 


A75'-B46; 


A75-B47; 


A75-Jo4o; 


A / J-D4y , 




A75-B51- 

A^/ A^ai/ A J 


A75-B52; 


A75-B53; 


A75-B54; 


A7^ R^^« 


A/J"COj 


A75-B57' 


A75-B58; 


A75-B59; 


ATC DiCA. 


A7< n<i • 


A/ J'DO^) 


A75-B63* 


A75-B64; 


A75-B65; 


A75-B6o; 


A7C t2^7> 


A7C RAfi* 


A75-B69' 


A75-B70; 


A75-B71; 


A75-B72; 


A7^ R71» 


A7^-R74« 


A75-B75; 


A75-B76; 


A75-B77; 


A75-B7o; 


A7< R'7Q» 


A7^ RRO- 


A75-B81' 


A75-B82; 


A75-B83; 


A75-D04; 


A7^ RC<;- 
A/ J-OOJ, 




A75-B87- 


A75-B88; 


A75-B89; 


A/j-tJVU, 


A 7^ ROl • 


A75-R92' 


A75-B93; 


A75-B94; 


A75-B95; 


A/j-JdVO, 


A7^ R07- 

A/ j-Joy /, 


A75-B98' 


A75-B99; 


A75-B100; 


A75-B101; 


A m no. 
A/j-d1UZ, 


A7C Rin^- 

A/ J-UlVJ, 


A75-B104- 


A75-B105; 


A75-B106; 


A75-B107; 


A'7c m no* 
A/D-DlUo, 


A7< RinO' 


A7'5-R110- 


A75-B111; 


A75-B112; 


A75-B113; 


A 7^ Rl 1^. 




A75-B116* 


A75-B117; 


A75-B118; 


A 'T* 13 1 1 Q* 

A75-Dlly, 


A7< Rion- 


A75-R121* 

rV / J U A A< A y 


A75-B122: 


A75-B123; 


A75-B124; 


A /->-£> 1 2D, 


A7S R19^^* 


A75-B127- 


A75-B128; 


A75-B129; 


A75-B130; 


A T*: TJ 1 1 • 

A/j-OlJi, 


A7^-R1 '^9' 


A75-B133- 


A75-B134; 


A75-B135; 


A75-B136; 


A7<; 'm'17' 




A75-B139; 


A75-B140; 


A75-B141; 


A75-B142; 






A75-B145; 


A75-B146; 


A75-B147; 


A75-B148; 


A75-B149; 


A75-B150; 


A75-B151; 


A75-B152; 


A75-Bi53; 


A75^B154; 


A75-B155; 


A75-B156; 


A75-B157; 


A75-B158; 


A75-B159; 


A75-B160; 


A75-B161; 


A75-B162; 


A75-B163; 


A75-.B164; 


A75-B165; 


A75-B166; 


A75-B167; 


A75-B168; 


A75-B169; 


A76-B1; 


A76-B2; 


A76-B3; 


A76-B4; 


A76-B5; 


A76-B6; 


A76-B7; 


A76-B8; 


A76-.B9; 


A76-B10; 


A76-B11; 


A76-B12; 


A76-B13; 


A76-B14; 


A76-B15; 
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A/O-JJ AO, 


A76-B17* 


A76-B18- 

X* t V AJ A Uj 


A76-B19; 


A76-B20; 


A76-B21; 


Llfi R99' 


A76-B2'^- 


A76-B24; 


A76-B25; 


A76-B26; 


A76-B27; 


A/O-dZo, 




A76-B30- 


A76-B31; 


A76-B32; 


A76-'B33; 




A/U-DJ^, 


A76-B'^fi- 


A76-B37; 


A76-B38; 


A76-B39; 


A7o-Jd4U; 


A/0-D*H, 


A 7^-^49* 


A76-R4'^- 


A76-B44; 


A76-B45; 


A7o-B4o; 


A 7/^ RA7« 


A / O-DtO, 


A7fi-R49- 


A76-B50; 


A76-B51; 


A76-B52; 


A7A 


A / D^OJ*T, 




A76-B56; 


A76-B57; 


A76-B58; 


A7o-d55^; 


A/o-r>ou, 


A7^ RfCl . 


A76-B62* 


A76-B63: 


A76-B64; 


A7o-13o5; 


A/O-DOO, 


A 7/; R/;7* 


A76-B68- 


A76-B69: 


A76-B70; 


A76-B71; 


A1^ Vill' 


A 7/; R7'l« 


A76-B74; 


A76-B75; 


A76--B76; 


A70-B77; 


A7o-B7o; 


A7< H70- 

A/o-u/y, 


A76-B80; 


A76-B81- 


A76-B82; 


A76-B83; 


A/0-DO4; 


A7A TIR^* 


A76-B86; 


A76-B87- 


A76-B88; 


A76-B89; 


A7O-B90; 


A/0-X>!^l, 


A76-B92; 


A76-B93; 


A76-B94; 


A76-B95; 


A7o-B9o; 


A7< 1107 • 


A76-B98; 


A76-B99; 


A76-B100; 


A76-B101; 


A76-B102; 


A7o-olU^, 


A76-B104; 






A76-B106; 


A76-B107; 


A76-B108; 


A/o-BlUy, 


A76-B110, 




/* / AAA} 


A76-B112; 


A76-B113; 


A70-B114; 


A7<_121 1 


A76-B116 




A76-B1 17* 


A76-B118; 


A76-B119; 




A 7^-13 171- 


A76-B122 




A76-B123' 

aX / V AJ A 9 


A76-B124; 


A76-B125; 


A7o-B12o; 


A 7/C n 1 07- 


A76-B128' 




A76-B129* 


A76-B130; 


A7o-B131; 


A '7/C "D 1 n. 

A/Q-Di32, 


A 7^ 01 1'l. 


A76-B134 




A76-B135' 


A76-B136; 


A76-B137; 


A1£. "D 1 OC. 


A7A HllO* 


A76-B140 




A76-B141* 

*J» 1 V A-' A ~ A y . 


A76-B142; 


A76-B143; 


A D1 >1yl • 

A7o-ol44, 


A7/^ R14^« 


A76-B146 




A76-B147- 


A76-B148; 


A76-B149; 


A/D-BlDU, 


A7/^ Rl^l • 


A76-B152 




A76-B153- 


A76-B154; 


A70-B155; 


A7#C Til ^/?' 
A/O-JdIjO, 


A7f^-Rl S7- 


A76-B158 




A76-B159; 


A76-B160; 


A HA 13 1 /II • 

A/O-blOl, 


A/O-xSlOZ, 


A76-B163- 

^X f Kj^'U i Vl-? } 


A76-B164 




A76-B165; 


A76-B166; 




A 7/: P1/;q. 
A/O-D lUO, 


A76-B169- 


A77-.B1; 


A77-B2; 


A T7 til . 

A77-D3; 


A 77 RA» 


A77-R^* 


A77-B6; 


A77-B7; 


A77-B8; 




All uin- 

A / / -D 1 V/ J 


A77-B 1 1 • 


A77-B12; 


A77-B13; 


A77-B14; 




A/ /-OIU, 


A77-B17- 


A77-B18; 


A77-B19; 


A77-B20; 


A77-B21; 


A77-B22; 




A77-B24; 


A77-B25; 


A77-B26; 




A77-B28; 


A77-B29; 


A77-B30; 


A77-B31; 


A77-B32; 


A77-B33; 


A77-B34; 


A77-B35; 


A77-B36; 


A77-B37; 


A77-B38; 


A77-B39; 


A77-B40; 


A77-B41; 


A77-B42; 


A77-B43; 


A77-B44; 


A77-B45; 


A77-B46; 


A77-B47; 


A77-B48; 


A77.B49; 


A77.B50; 


A77-B5i; 


A77-B52; 


A77-B53; 


A77-B54; 


A77-B55; 


A77-B56; 
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A'77 R^7* 


A77 R^R 




A77-B59; 


A77-B60; 


A77-B61; 


A77-B62; 


A/ /--DOJ, 


A 77 




A77-B65- 


A77-B66* 


A77-B67; 


A77-B68; 


A in D/^o* 
A / /-oOy, 


A77-B70, 




A77-B71' 


A77-B72; 


A77-B73; 


A77-B74; 


A//-i>/0, 


A77-B76, 






A77-B78; 


A77-B79; 


A77-B80; 


A I3Q1 • 

A/ /-Dol, 


A77-B82 






A77-B84; 


A77-B85; 


A77-B86; 


A77-B87; 


A77-B88 




All RJiO* 


A77-R00' 


A77-B91; 


A77-B92; 


A77-B93; 


A77-B94 




All RQ^» 


A77-R96* 


A77-B97; 


A77-B98; 


A77-B99; 


A77-B100; 


All Rini • 

A / /-Dl\Jl, 




A77-B103* 


A77-B104; 


A77-B105; 


A77-B106; 


A nn D 1 A7» 


ATT Rins^* 

A/ /-DlUo, 


A77-B10Q- 


A77-B110* 


A77-B111; 


A77-B112; 


A ni T3 1 1 1« 

A/ /-ollJ, 


A77-R1 14' 


A77-B115* 


A77-B116' 


A77-B117; 


A77-B118; 


A 1*7 m 1 o> 

A7/-blly, 


A 77 




A77-B122* 


A77-B123; 


A77-B124; 


A TT m oc« 

A77-D125; 


All TlMi^' 


A77-R177- • 


A77-B128* 


A77-B129; 


A77-B130; 


A77-Bi3l; 


All Til 17 • 


A77-R1'^^* 


A77-B1'W* 

jrv/ #"01.?^, 
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A inn 


^ 1 \A#— D"T.^ J 


A100-B46; 


A100-B47; 


A t Art ^3>IO> 

A100-B48; 


A lAA 1}>IQ* 


A 1 nn-R^in* 




A100-B52; 


A100-B53; 


A 1 Art T^C Am 

A100-B54; 


A 1 AA 


A inn p^fi- 


A 1 00-B57" 


A100-B58; 


A100-B59; 


A 1 AO T3^0. 

A100-B60; 


A 1 AA RAl • 


A 1nn-Rf^9• 


a\ a \J\J U\JJ } 


A100-B64; 


A100-B65; 


A 1 AA TJ/TiC. 

AlOU-Boo; 


A 1 AA R^7« 




A100-B69' 


A100-B70; 


A100-B71; 


A 1 OO OT^* 

A100-B7z; 




A 1 nn-R74* 


A100-B75- 


A100-B76; 


A100-B77; 


A 1 OA DTC 


A 1 nnL.P70' 


A 1 nO-RRO* 


A100-B81' 

^XAX'v/ A.' V A y 


A100-B82; 


A100-B83; 


A 1 AA TlQA^ 


A 1 nn PR^' 




A100-B87* 


A100-B88; 


A 1 /\/\ noo. 


A 1 AA ROA* 


Aino-POi • 


A100-B92- 


A100-B93; 


A100-B94; 


A 1 OO DOC* 

A100-B95; 


A 1 AA RQA* 


Ain0-R97- 


A100-B98- 


A100-B99; 


AIOO-BIOO; 


A 1 OO TD 1 01 . 


A 1 AA Pin9* 


A100-B103' 

/\1 V/v AJ A \J-i ) 


A100-B104- 


AIOO-BIOS; 


AlOO-BlOo; 


A 1 OA TU 1 07« 


A 1n^«P1fl8• 


A100-B109* 


AlOO-BllO; 


AlOO-Blll; 


A 1 OA "D 1 1 O . 

AlOO-Bllz; 


A inn m i 


A I00-P1 14- 


A100-B115; 


A100-B116; 


A100-B117; 


A 1 OA "D 1 1 Q • 






A100-Bi21; 


A100-B122; 


A100-B123; 


A100-B124; 


A100-B125; 


A100-B126; 


A100-B127; 


A100-B128; 


A100-B129; 


A100-B130; 


A100-B131; 


A100-B132; 


A100-B133; 


A100-B134; 


A100-B135; 


A100-B136; 


A100-B137; 


A100-B138; 


A100-B139; 


A100-B140; 


A100-B141; 


A100-B142; 


A100-B143; 


A100-B144; 


A100-B145; 


A100-B146; 


A100-B147; 


A100-B148; 


A100-B149; 


A100-B150; 


A100-B151; 


A100-B152; 


A100-B153; 


A100-B154; 


A100-B155; 


A100-B156; 


A100-B157; 


A100-B158; 


A100-B159; 
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A100-B162: 


A100-B163; 


A100-B164; 


A100-B165; 






A100-B168* 


A100-B169; 


AlOl-Bl; 


A101-B2; 


Aim R'^' 




AI01-B5* 


A101-B6; 


A101-B7; 


A101-B8; 


A 1 ni no* 


A 1 0 UR 1 n- 




A101-B12- 

«LXvX L^X^y 


A101-B13; 


A101-B14; 




A ini v\\f\' 

Ail/l~X3 lO, 




A101-B18- 


A101-B19; 


A101-B20; 


A 1 A1 no 1 . 
A101-D21; 


A 1 C\\ "ROO* 
AlUl-JD-iZ, 


Aim -R9'^- 




A101-B25; 

JlkXvX X^»**^j 


A101-B26; 


A 1 A1 "DOT* 


A 1 Al T10Q« 
AlUl-DZo, 


A 101 -R90' 




A101-B31: 


A101-B32; 


A101-B33; 


A 1 A 1 "Dl/t . 
A1U1-DJ4, 


AIUI-OJJ, 


Aim 


A101-B37- 


A101-B38; 


A101-B39; 


A 1 A 1 T^'A A. 


A 1 Al TU.1 • 


Aim-R49' 




A101-B44: 

X X X ^hr X X»* • ■ *| 


A101-B45; 


A101-B4p; 


A1A1 Tl^T* 


Aim R4R* 


A101-B4Q* 


A101-B50- 

X^kX\#X Xi^«^Wj 


A101-B51; 


A101-B52; 


A IA1 T)^1* 






A101-B56: 


A101-B57; 


A101-B58; 


A1A1 Q^O* 


Aini R^n- 


A101-B61- 


A101-B62: 


A101-B63; 


A101-B64; 


A 1A1 DiCC- 


Aim R/^* 


Aim-Rfi7* 


A101-B68' 


A101-B69; 


A101-B70; 


A • Al 1 • 

A101-B71; 


A 1 Al HTO* 


AlUi*Cj f J, 


A101-B74- 


A101-B75; 


A101-B76; 


A101-B77; 


A1A1 QTC' 


Aini R70* 


A101-B80- 

xT^ X V A "AJ OV J 


A101-B81; 


A101-B82; 


A 1A1 DOO. 

A101-B63; 


A 1 Al r»Q>i. 


A ini-RR^* 


A101-B86' 


A101-B87; 


A101-B88; 


A 1 A 1 DOA* 

A101-Bo9; 


A1A1 noA* 
AlV/i-07U, 


A 1 01 ROl * 


Aim-B92- 

./V I w A X-f^^t 


A101-B93; 


A101-B94; 


A 1 Al DA<- 


Aiui-rsyo, 


A 1 01 -R07- 


A101-B98- 

Va a \j a <J j 


A101-B99; 


A Y /\ i 1^ 1 AA. 

AlOl-BlOO; 


AiAi oim. 


A 1 A 1 15 1 AO • 


A ini-RlO'^- 


A101-B104' 


A101-B105; 


A101-B106; 


A 1 Al XJ 1 AT* 

AlOl-JtJlU/, 


AIAI 1>1AQ« 
AiUi-l31Uo, 


Aioi-Rino* 


AlOl-BllO* 


AlOl-Blll; 


A101-B112; 


A 1 Al ni 1 !• 


A 1 Al Ol lA- 


A101-R1 1^* 


A101-B116* 

XX X V/ X X^ X X w f 


A101-B117; 


AlOl-Bllo; 


A 1 Al m 1Q* 


Aini Ri9n* 


A101-R121- 

1 V A AJ A ^ A } 


A101-B122' 

J^XX VX X^ X <i ^ ' *1 


A101-B123; 


A 1 At m i>i. 

A101-B124; 


A 1 ni m 


A 101 -R1 9^^' 


A101-B197' 

./A, A \/ A AJ 1 ^ r } 


A101-B128; 


A101-B129; 


A 1 A t D 1 


Aim RT^I • 


A101-Rn2- 


A101-B133' 


A101-B134; 


A101-B135; 


A 1 Al ID 1 l/C. 


Aim 


A10I-R138* 


A101-B139: 


A101-B140; 


A1A1 T^l/tl. 

A101-I5141; 


A 1 1 13 1 40 • 

AiUi-jDi^Z, 


Aim-R14^* 


A101-B144- 


A101-B145; 


A101-B146; 


A 1 Al 15 1 /IT. 


Aim R1J.Si' 




A101-B150; 

AKA,VA Ai^Xa^Vj 


A101-B151; 


A101-B152; 


A 1 Al O 1 C5 . 

A101-B153; 


A 1 Al "Rl 


A ini-Ri ss- 


A101-B156' 


A101-B157; 


A101-B158; 


AlUl-Dljy, 


Aini-Rlfifl- 
Alvl-OlVJVj 


A101-B161' 


A101-B162; 


A101-B163; 


A101-B164; 


A101-B165; 


A101-B166; 


A101-B167; 


AlOl-BieS; 


A101-B169; 


A102-B1; 


A102-B2; 


A102-B3; 


A102-B4; 


A102-B5; 


A102-B6; 


A102-B7; 


A102-B8; 


A102-B9; 


A102-B10; 


A102-B11; 


A102-B12; 


A102-B13; 


A102-B14; 


A102-B15; 


A102-B16; 


A102-B17; 


A102-B18; 


A102-B19; 


A102-B20; 


A102-B21; 


A102-B22; 


A102-B23; 


A102.B24; 


AI02-B25; 


A102-B26; 


A102-B27; 


A102-B28; 


A102.B29; 


A102-B30; 


A102-B31; 
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A 1 AO DIO- 


A 1 no nil* 


/\ 1 V/x.""Jj J*t , 


A102-B35- 


A102-B36; 


A102-B37; 


A102-B3O, 


A 1 no Ti'iQ* 


A ^^9-R40• 




A102-B42; 


A102-B43; 


A102-B44; 


A 1 no "D/l 


A 1 AO RAfi- 


A107-R47' 


A102-B48; 


A102-B49; 


A102-B50; 




A ino R^O* 


/\ i \/Z~0 J J f 


A102~B54; 


A102-B55; 


A102-B56; 


A 1 AO XiCn. 


A ino R'^R* 


Ain?-RSO' 


A109-B60' 


A102-B61; 


A102-B62; 


A 1 AO T^ZTO . 

A102-B63; 


A 1 no R/C/l* 


A 100 

/\lliZ-JjOJ, 


A 1 09-B66* 


A102-B67; 


A102-B68; 


A102-B69; 


A 1 AO "Don. 
A1U2-D /U, 


A 1 no R7 1 • 


A 1 09-R72* 


A102-B73: 


A102-B74; 


A102-B75; 


A t'AO "DOiC- 

AlU2-B7o, 


A 1 no RTO* 


A 1 n9-R7R* 


A102-B79' 

Xa a a^ ^ f 


A102-B80; 


A102-B81; 


A 1 AO T5 00. 

A102-B82; 


A mo RQl* 


A 1 n9-RR4' 


A102-B85- 


A102-B86; 


A102-B87; 


A 1 AO T)00 . 

A102-B88; 


A ino RQO> 


A ino Ron* 
Aiuz-oyy, 


A102-B91- 


A102-B92; 


A102-B93; 


A102-B94; 


A 1 AO ROC- 


A 1 n9-R0^« 


I y 


A102-B98; 


A102-B99; 


A 1 A'l m AA. 

A102-B100; 


A 1 AO R1A1 • 
AIU2-B1UI; 




A 1 \/<&i— U A V<J 9 


A102-B104; 


A102-B105; 


A102-B106; 


A t AO D 1 AO. 

A102-B107; 


A 1 AO Rinfi* 




A102-B110; 


A102-B111; 


A102-B112; 


A 1 AO n t 1 0 . 

A102-B113; 


A 1 AO 01 1 A. 


A 1AO Rl 15- 


A102-B116; 


A102-B117; 


A102-B118; 


A 1 AO mi A* 

A102-B119; 


A 1 no R 1 on* 

A1UZ-15IZU, 


Ain9-R191- 


A102-B122; 


A102-B123; 


A102-B124; 


A t AO D 1 0 C 

A102-B125; 


A 1 AO Rl 0*i» • 


A 1 no »R 197* 


A102-B128; 


A102-B129; 


A102-B130; 


A 1 AO mil* 

A102-'1313l; 


AlAO R|10» 




A102-B134; 


A102-B135; 


A102-B13o; 


A f AO Rl ll* 


A 1 no Rl "IR' 
AlUZ-JDl JO, 


A102-B139- 


A102-B140; 


A102-B141; 


A102-B142; 


A 1 AO "D 1 >1 0 . 


A 1 no R 1 AA« 


A109-B145- 


A102-B146; 


A102-B147; 


A102-B148; 


A 1 AO R 1 AO. 


A ino Ri^n- 


A109-R151- 
/v 1 1^ X X ) 


A102-B152; 


A102-B153; 


A 1 AO n 1 f ^ a 

A102-B154; 


A 1 AO R1 «• 


A ino Rl Sfi' 


AI02-B157* 

^V X \/^"JJ X # ) 


A102-B158; 


A102-B159; 


A 1 AO Tl 1 
AIO2-BI0O; 


A 1 AO Rl iCI • 


A 1 no R 1 f^9 • 
AlUZ-DluZ, 


A109-B163' 


A102-B164; 


A102-B165; 


A 1 AO n t 

A102-B100; 


A 1 no R1 AO' 


A 109 Rlf^R- 


A102-B169* 

XV XU^ X^XVi^j 


A103-B1; 


A103-B2; 


A 1 AO DO « 

A103-B3; 


A 1 ni TiA • 


A ino RS' 


A103-B6' 

XV Xv-^ X^Vj 


A103-B7; 


A103-B8; 


A 1 AO T3n. 


A in*! Ri n- 


A ini-Ri 1- 


A103-B12- 


A103-B13; 


A103-B14; 


A 1 f\1 Rl 


A 1 H'^-R 1 A- 


A10'^-B17- 
xv 1 \jj ij i- * > 


Ar03-B18; 


A103-B19; 


A 1 AO T>0/1. 

A103-B2O; 


Aim R0 1 • 


A inLR99' 

jtV 1 U j-£iZi> 


A103-B23; 

./A 1 V/ J l^tfJ ) 


A103-B24; 


A103-B25; 


A 1 AO "D O . 


A 1 AO R07- 


Ain'l-R98- 
r\ 1 U^~-D A 0 y 


A103-B29: 


A103-B30; 


A103-B31; 


A 1 AO T3QO» 






A103-B35: 


A103-B36; 


A103-B37; 


A103-B38; 


A103-B39; 


A103.B40; 


A103-B41; 


A103-B42; 


A103-B43; 


A103-B44; 


A103-B45; 


A103-B46; 


A103-B47; 


A103-B48; 


A103-B49; 


A103-B5O; 


A103-B51; 


A103-B52; 


A103-B53; 


A103-B54; 


A103-B55; 


A103-B56; 


A103-B57; 


A103-B58; 


A103-B59; 


A103-B60; 


A103-B61; 


A103-B62; 


A103-B63; 


A103-B64; 


A103-B65; 


A103-B66; 


A103-B67; 


A103-B68; 


A103-B69; 


A103-B70; 


A103-B71; 


A103-B72; 
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A103-B73; 


A103-B74, 




A103-B75: 


A103-B76; 


A103-B77; 


A103-B78; 


A103-B79; 


A103-B80 




A10VB81* 


A103-B82; 


A103-B83; 


A103-B84; 


A103-B85; 


A103-B86 




r\.x KfJ kjsj 1 9 


A103-B88; 


A103-B89; 


A103-B90; 


A103-B91; 


A103-B92 




r\.x \fJ XJ^ J i 


A103-B94- 


A103-B95; 


A103-B96; 


A103-B97; 


A103-B98 






A103-B100' 


A103-B101; 


A103-B102; 


A103-B103; 




A103-B104; 




A103-B106- 


A103-B107; 


A103-B108: 


A103-B109; 




A103-B110; 


A 107 R1 1 1 • 


A103-Bil2' 


A103-B113; 


A103-B114: 


A103-B115; 




A103-B116; 






A103-B119; 


A103-B120; 


A103-B121, 




A103-B122; 






A103-B125* 

«&XV>/ A <^ y 


A103-B126; 


A103-B127 




A103-B128; 




A 1 A-I D 1 'in. 


y^l\/<J*0X J X, 


A103-B132: 


A103-B133 




A103-B134; 




/Xl VJTD 1 JO, 


A103-B137- 


A103-B138; 


A103-B139 




A103-B140; 


A 1 AO 13 1 >1 1 • 

A1U3-I>141; 




Ain'^-Bl4'?- 

/\lVJ~JOxtJj 


A103-B144' 

/^X Wa^ JL/X ■ Wy 


A103-B145 




A103-B146; 


A103-Jd147; 




A103-B149; 


A103-B150' 


A103-B151 




A103-B152; 


A 1 f\1 'D 1 CI. 


A 1 A"l HI 


A103-B155; 


AI03-B156* 


A103-B157 




A103-B158; 


A10j-B159; 


A 1 Al n 1 /CA- 


A103-B161; 


A103-B162* 


A103-B163 




A103-BI64; 


A 1 Al T> 1 ^C. 

AH)3-olo3; 


A 1 A*} nii^* 


A103-B167; 


Ain3-Bl68* 

X^XvJ J0 A WO} 


A103.B169 




A104-B1; 


A 1 f\A TJO . 

AliW-oz, 




A104-B4; 


A 1 04-35 • 


A104-B6: 


A104-B7; 


A 1 t\A T>Q* 
A104-OiS, 




A104-B10; 




A104-B11^ 


A104-B12; 


Al 04-313; 


A 1 nA O 1 /I . 




A104-B16; 




A104-B17' 


A104-B18; 


A104-B19; 


A 1 f\A no A- 


A 1 Ad. DO 1 . 


A104-B22; 




A104-B23' 

X»X \f 1 XJ^mJ ^ 


A104-B24; 


A104-B25; 


AlU4-tJZO, 




A104-B28; 




A104-B29- 


A104-B30; 


A104-B31; 


A 1 Ayl mo- 


A iriA.'R'X'^- 


A104-B34; 




A104-B35* 


A104-B36; 


A104-B37; 


A 1 A /I la^Q. 
AiU4-tJ3o, 




A104-B40; 




A104-B41* 


A104-B42; 


A104-B43; 






A104-B46; 




A104-B47; 


A104-B48; 


A104-D4y, 


AiA^ Rsn- 


A104-B51- 


A104-B52; 




A104-B53; 


A104-B54; 


A104-B55; 


A 1^4-RS^• 


A104-B57- 


A104-B58; 




A104-B59; 


A104-B60; 


A104-B61; 




A104-B63' 


A104-B64; 




A104-B65; 


A104-B66; 


A104-B67; 




A104-B69* 


A104-B70; 




A104-B71; 


A104-B72; 


A104-B73; 


A104-B74- 


A104-B75: 


A104-B76; 




A104-B77; 


A104-B78; 


A104-B79; 


A104-B80; 


A104-B81; 


A104-B82, 




A104-B83; 


A104-B84; 


A104-B85; 


A104-B86; 


A104-B87; 


A104-B88 




A104-B89; 


A104-B90; 


A104-B91; 


A104-B92; 


A104-B93; 


A104-B94 




A104-B95; 


A104-B96; 


A104-B97; 


A104-B98; 


A104~B99; 


A104-B10( 




A104-B101; 


A104-B102; 


A104-B103; 


A104.B104; 


A104-B105; 


A104-B10 


6; 


A104.B107; 


A104-B108i 


A104-B109; 


A104-B110; 


A104-B111; 


A104-B11. 


I; 


A104.B113; 
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AA A U A J. «^ y 


A104-B116' 


A104-B117- 

AA. A V 1 Aj» a a / f 


A104-B118; 


A104-B119; 




AA A V/^ U 1 ^ A « 


A104-BP2- 

*A 1 A^ X«i>A> J 


A104-B123- 


A104-B124; 


A104-B125; 




A 1 04-R 1 97' 


A104-R178* 


A104-R17Q* 

AAA V/ 1 AJ l^^y 


A104-B130- 


A104-B131- 




A 1 OA-Rl'^'^* 








A104-B137* 




A 1 n^.-Rl'^O- 


A 1 04 R 1 dO- 


A 1 04.-R 141' 


A104-B142* 


A104-B143- 




AlOA-'Rld^- 
A i U*r-£> iH J , 




A 1fl4-R147* 


A104-B148- 

AKA VrT""AJ l*TOj 


A104-B149- 


A 1 f\A Rl ^fk- 


A 1 AA m <1 • 


A 1 A/I O1<0. 




Ain4-RlS4' 




A 1 HA 13 1 ^ A» 

A1U4-D1D0, 


A1U4-J313/, 


A 1A^ D|4rO. 


A 1fl4 Rl SO- 


A 1 nA_R 1 An- 


A 1 n4>R 1 A 1 • 


Al 04-13102; 


A 1 f\A "D 1 iCQ. 

AlU4-Jt>l0J, 


A t f\A "D 1 <yl • 




AIW-JDIOO, 


A 1 AA_R1 ^7. 
AiU*f-J510/, 


A104-Blo8; 


A104-Blo9; 


A 1 AC D 1 - 


A IA< OO- 


AlUj-r>j, 




A105-B5; 


A105-Bo; 


A 1 A< "DT. • 

A105-B7; 


A 1AC "OQ- 


A 1 A< no* 


A IAS HI A* 


A 1 /\f nil. 

A105-B11; 


A 1 /\C TJ 1 O. 

A105-B12; 


A105-B13; 


A 1 A< Ti^A^ 


AlUD-DlD, 


A 1 AC Ti^A* 


A105-B17; 


A105-B18; 


A 1 AC T5 1 A. 

A105-B19; 


A 1 A€ OOA* 

A105-B20;. 


A 1 A< T>0 1 • 

A1U5-021; 


A 1 AC DOL 


A105-B23; 


A105-B24; 


A 1AC T>OC- 

A105-B25; 


A lAC OOiC. 


A 1 AC DOT. 


A 1 AC DOQ* 


A105-B29; 


A105-B30; 


A105-B31; 


A 1 AC 10'5'*- 

A105-B32; 


A lAC DO^. 

Al05-Di3; 


A 1 AC "DIA . 

A1UD-D34; 


A105-B35; 


A105-B36; 


A 1 AC T*>^^. 

A105-B37; 


A 1 AC OO. 


A 1 AC A. 


A 1AC D>IA* 


A105-B41; 


A105-B42; 


A 1 AC TiA*i. 

A105-B43; 


A 1 AC T>AA . 

A1U5-B44; 


A 1 AC D /f C. 

ALUj-dhj, 


A 1 AC "D/K* 


A105-B47; 


A105-B48; 


Alu5-B4y; 


A T AC T5CA. 


A 1 AC D C 1 • 


A 1 AC T3CO< ' 


A105-B53; 


A105-B54; 


A 1 AC T>CC. 

A105-B55; 


A 1 AC DCif. 

A103-B5o; 


A 1 A*C DCT* 


A 1 AC "DCQ* 


A105-B59; 


A105-BoO; 


A 1 AC "Di^l . 

A105-Bol; 


A 1 AC O^O. 

AIOj-Jooz; 


A 1 AC D<'3> 


A 1AC XiAA' 


A105-B65; 


A105-Bo6; 


A 1 AC fi iCT. 

AlOo-DoV; 


A 1 AC T^^Q' 

AlUD-Boo; 


A 1 AC T3/^Q' 


A 1 AC Xiin* 
A1Uj-Jd /If, 


A105-B71; 


A105-B72; 


A 1 AC 13 • 

Aluj-o/i; 


A 1 AC Vi'JA . 


A 1AC DTC* 


A 1 AC Ti'JA* 
AIUj-O /O, 


A105-Jd77; 


A 1 fkc ryno. 

AIUj-o/o; 


A 1 AC "DTQ* 


A 1 AC RCA* 


A 1 AC R01 . 


A IAS RS27- 


A 1 nC TiO'J , 

A105-Bo3; 




A lAC ■QQC* 


A 1 AC DQ/^- 


A 1 ns RR7- 


A IAS RRR- 


A 1 HQQ' 

AlUj-boy; 


A 1 AC T30A" 


A 1 AC R01 • 


A ins RO?' 




A 1 AS-RQ4' 






A 1 AC RQ7* 


A 1 AC.ROR' 




A 1 AS-R 1 AO* 


A 1 Rl ni • 


A 1 RID'?- 


A in^-RlOl- 


Ain5-B104* 

-TV.! U J~X.» 1 V*t, 


£^x\/m/ IJ Xyj^y y 


A105-B106- 

aaX \/«^ AJ X Wj 


A in-^ Rl n7' 


AiUJ-X>lUO, 




X^X V/J U X AVj 


A105-B1 11- 


A105-B112' 


A in<»-Ri 1'^- 

r^XXJJ'D L ID, 


AlOS-Rl 14- 


A105-B115- 


A105-B116- 

AA 1 V/«/ A^ A A 


A105-B117* 

aaX\/^ a^ a a # } 


A105-B118: 


A105-B119; 


A105-B120; 


A105.B121; 


A105-B122; 


A105-B123; 


A105-B124; 


A105-B125; 


A105-B126; 


A105-B127; 


A105-B128; 


A105-B129; 


A105-B130; 


A105-B131; 


A105-B132; 


A105-B133; 


A105-B134; 


A105-B135; 


A105-B136; 


A105-B137; 


A105-B138; 


A105-B139; 


A105-B140; 


A105-B141; 


A105-B142; 


A105-B143; 


A105-B144; 


A105-B145; 


A105-B146; 


A105-B147; 


A105-B148; 


A105-B149; 


A105-B150; 


A105-B151; 


A105-B152; 


A105-B153; 


A105-B154; 
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A105-B156- 


A105-B157* 


A105-B158; 


A105-B159; 


A105-B160; 






A105-B163* 


A105-B164; 


A105-B165; 


A105-B166; 


A l^^-R1^7• 






A106-BI- 


A106-B2- 


A106-B3; 


A IDA 




Al v/0~DUj 




A106-B8- 


A106-B9- 

LX X \J\J X^^ y 




A 1 n/^ R 1 1 • 

AlUD-D J 1, 


A ^^f^-Rl7• 


r\.x\J\j^xj xJy 




A106-B15- 


A 1 n/c m ^* 
AlUo-lilO, 


A 1 n/^ PI 7- 


A in^ PI 51' 

AlUO-Dlo, 


AlO/i-RlQ' 




A106-B21- 


AlvJo-bz/; 


A 1 (\£. Qoa . 
AIUO-DZJ, 


A 1 XiOA' 
AlvO-DZ*f, 


A in^; P9S- 

A1UU-DZ-), 




A 1 Ofi-R97- 
r\.ll/0-DZ / , 


A 1 A/C TJOQ- 

AIOo-dZo, 


A lA^ 

Aluo-Dzys 


A 1 A#C_Plrt» 


A 1 n/^-P^ 1 • 






A10O-B34; 


A 1 A/C DOC- 


A 1 A^ Dl/C* 




A 1 A^ poo. 


A 1 OA.P'^O* 
AXvO-D^7, 


A 106-340; 


A 1 AiC Di4 1 . 


A 1A4C D>IO. 

A10o-B4i; 


A 1 AA PAl • 


A lA/g P>iyl* 

AiUO-D*i*r, 


A 1 A/C PA^* 


A10O-B46; 


A 1 AiC tiyn. 
A1U0-Jd4/; 


A 1 AiC Q • 


A 1 AiT RAO- 


A 1 fw^p^n* 




A106-B52; 


A10O-B53; 


A 1 AZT TiCA . 

A106-B54; 


A \ t\gl DCC. 

AIOo-djd; 


A 1 P<i:> 


A 1/W; PC7- 


A106-B58; 


A10o-B59; 


A 1 A^ n^A. 

AlOo-BoO; 


A 1 /\£. DiCI . 

AlUo-DOl; 


A 1 AiC OiCO • 


A lAiC DiCO* 


A106-B64; 


A106-B65; 


A 1 A^ n^^. 


A 1 AiC DiCT. 


A 1 AiC PiCO* 


A 1 AiC T2iCA* 


A106-B70; 


A106-B71; 


A106-B72; 


A 1 A^ 15 TO . 

A10O-B73; 


A10O-B74; 


A 1 AA mc« 


A106-B76; 


A106-B77; 


A 1 A^ T^'IO 

A106-B78; 


A 1 A^ OTA. 

A106-B79; 


A 1 f\£. T30A. 

AlUo-BoU; 


A 1 AA OQ1 - 

AlUO-DOl, 


A106-B82; 


A10O-B83; 


A 1 A^ J^OA . 

A10O-B84; 


A 1 AiC "DOC* 


A 1 AiC T3Q/C- 


A t AA RB7' 


A106-B88; 


A106-B89; 


A 1 AiC DAA. 

A10O-B90; 


A 1 A^ "DAI • 


A 1 AiC ■DO'7- 


A 1AA POO* 


A106-B94; 


A10O-B95; 


A 1 A^ nA^. 

A10o-B9o;. 


A 1 AiC t}(V7. 


A 1 AiC rtOQ. 


A lAA POO* 

Aluo-ijyy, 


AI06-B100; 


A106-B101; 


A 1 A^ r> 1 A^ . 

A10O-B102; 


A 1 AiC "D 1 A1 . 

AlUo-BlUi; 


A 1 AiC 13 1 f\A • 


A 1 AA PI A<* 


A106-BI06; 


A106-B107; 


A 1 A^ m AO> 

AlOo-BlOo; 


A 1 A/C t> 1 AQ» 

AlUo-BlUy, 


A 1 AiC m 1 A* 
AlUO-ol lU, 


A 1 AA Rill* 


A10O-B112; 


A 1 f\£. T> 1 1 O . 

A106-B113; 


AlUo-Jb>i 14, 


A 1 AA P1 1 


A lAA PI 1 


A 1 AA P 1 1 7' 


A106-B118; 


A 1 A/C 1 1 A. 


A 1 Aif TJI OA. 


A 1 A^ PI 91 • 


A 1 AA PI 99' 


Al AA P19'l' 


A106-B124; 


A 1 A/C OIK* 


A 1 A/C "D1 '^/C* 


A 1 A/; PI 97- 


A inA Rl 9S- 


AlAA P19Q* 


AlOo-DliU; 


A 1 A/C "Dill* 


A 1 f\A PI "iO* 
AlUO~l5l->Z, 


A in/? PI 




AlOA-RT^S- 

T\ L\J\J X^ 1 J 'J i 


A 1 r\iC 13 1 "^/C* 

AlUo-ol JO, 


A 1 n/i Tl 1 1T* 


A 1 flA PI "IR* 


A 1 OA-PI '^Q' 


r\. X \J\j xj X » V/j 


A106-B141' 

aV 1 \J\J XJ XT 1 ) 


A 1 t\C "D 1 

AlUo-i5l4z; 


A 1 AA_R1 A'^' 


A 1 A^ Plzld* 


AinA_R14S' 

A 1 V/0-I> i , 


r\ X V V AJ X "V, 


A106-B147- 

aVXUw X*T t , 




A in/^ Rl/IQ- 




A10fi-Bl51' 


A106-B152- 


A106-B153- 


A 1 A/: R 1 


Al vO-0 1 J J, 




A106-B157' 


A106-B158- 


A106-B159; 


A106-B160; 


A106.B161; 


A106-B162; 


A106-B163; 


A106-B164; 


A106-B165; 


A106-B166; 


A106-B167; 


A106-B168; 


A106-B169; 


A107-B1; 


A107-B2; 


A107-B3; 


A107-B4; 


A107-B5; 


A107-B6; 


A107-B7; 


A107-B8; 


A107-B9; 


A107.B10; 


A107-B11; 


A107-B12; 


A107-B13; 


A107-B14; 


A107-B15; 


A107-B16; 


A107-B17; 


A107-B18; 


A107-B19; 


A107-B20; 


A107-B21; 


A107-B22; 


A107-B23; 


A107-B24; 


A107-B25; 


A107-B26; 
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A 1 ^7-R97• 




A107-B29; 


A107-B30; 


A107-B31; 


A107-B32; 


AIUZ-Dj J, 




A107-B35' 


A107-B36; 


A107-B37; 


A107-B38; 




A 1 07 RzLfl* 






A107-B43; 


A107-B44; 




A 1 07 


A 1 07-B47- 


A107-B48' 


A107-B49; 


A107-B50; 


A 1 AT 13 1 • 


A I 07 P^7* 


A 1 AT.IJ^l. 




A107-B55; 


A107-B56; 


A107-B57; 


A 1 07 


A 1 07-^50" 




A107-B61: 


AI07-B62; 


A107-B63; 


A1U/-D04, 


AIU /-JjQJ, 




A107-B67" 


A107-B68; 


A107-Bo9; 


A 1 AT mo-- 
A1U/-D /U, 


A 1 07 R7 1 • 
AlU A-Jt3 / I, 


A107-R79* 


A107-B73' 


A107-B74: 


A107-B75; 


A 1 AT miC. 

Ai07-B7o; 


A 1 07 R77' 


A 1 07-R7R* 




A107-B80: 

«X.AV# A^WV, 


A107-B81; 


A 1 AT DOO •• 

A107-B82; 


A 107 Rfi^* 
A1U/-JDOJ, 




A 1 07-BR5- 


A107-B86- 


A107-B87; 


A107-B88; 


A 1 AT DQO* 

Aiu /-Doy, 


A1AT RQO* 


A I07-RQ1* 

1 V / —Jt>7 A , 


A107-B92* 


A107-B93; 


A 1 nA>i . 

A107-B94; 


A 1 A*7 Od<* 

Aioz-Byj; 


A 1 AT RQA* 


A 1 07-R07- 


A107-B98- 


A107-B99; 


A107-B100; 


A107-B101; 


A 10*7 R1O0» 
A1U/-X91UZ, 


A 1 07-Rin'^" 
AiU/-DXV.3, 


A 1 07-R 1 04* 


A107-B105; 


A107-B106; 


A 1 AT ID 1 AT. 

A107-B1U7; 


A lOT moQ* 
AlUZ-DlUo, 


A107-Rin0" 


A107-R1 lO* 


A107-B111; 


A107-B112; 


A t AT T> 1 1 O . 

Ai07-B113; 


A 1 AT R 1 1 /I • 
AIU /-D 114, 


A 1 07 Rl 1 ^* 
A1U/-I51 1 J, 


A107-R1 If)- 


A107-B117; 


A107-B118; 


A 1 AT T> 1 1 O. 

A107-B119; 


A 1 AT R1 on» 
A1U/-X51/U, 


A 1 07 R 1 9 ! • 


A 1 07-R 199- 


A107-B123; 


A107-B124; 


A 1 AT D 1 TC- 

A107-B125, 


A 1 AT R10#C' 
A1U/-D1ZD, 


A 1 07 Rl 97* 


A107-B128* 


A107-B129; 


A107-B130; 


A 1 AT T> 1 O 1 . 

A107-B131; 


A 1 AT R 1 1 0 • 


A 1 07 Rl 


A 1 07-R 134* 


A107-B135; 


A107-B136; 


A 1 AT O 1 IH' 

A1U7-B137; 


A lAT R1 "^Ro 
A1U/-D1 JO, 


A 1 07-R 1 '^0* 


A107-B140* 


A107-B141; 


A 1 1 AO- 

A107-B142; 


A 1 AT D 1 vl 1 • 

A 107 -13143; 


A 1 AT R1AA* 


A 1 07-R MS' 


A107-B146- 


A107-B147; 


A107-B148; 


A 1 A*? 131 >IO> 

AlU/-Dl4y, 


A 1 0T R 1 ^kO' 


A 1 07-R 1^1- 


A107-B152' 

/A, XV/ f AJ A 


A107-B153; 


A 1 AT n 1 CA • 

A107-B154; 


A 1 f\i 151 


A 107-R1 ^/i- 
AiU /-Di-?v, 


A 107-B157- 


A107-B158' 

**.AV ^ A^A-'U, 


A107-B159; 


A 1 AT D 1 iC A • 


A 1 fV7 R 1 A 1 • 
A1U/-0101, 


A 107-R1^\9' 




A107-B164: 

XA A \/ r A^ A i j 


A107-B165; 


A 1 AT T) 1 /C/;. 


A 107 "Rl ^^7' 


A107-R168- 


A107-B169* 


A108-B1; 


A108-B2; 


A 1 AO D'l- 


A lOR R^- 


A lOR-RS- 


A108-B6* 


A108-B7; 


A 1 AO D O . 


A 1 OQ "RQ- 


A 1 OR-R 1 0* 


A108-B11' 

Z»AVU UAAj 


A108-B12; 


A108-B13; 


A 1 AO r3 1 /I > 




A 1 OR-R 1 f\* 


A108-B17- 


A108-B18; 


A108-B19; 


A 1 AO CIA. 

AlOo-BzU; 


A 1 AO Ti0 1 • 


A 10R-R99- 


A108-B23: 


A108-B24; 


A108-B25; 


A 1 AO DO/i. 


A 1 OR R97' 




A108-B29: 


A108-B3O; 


A108-B31; 


A108-B32; 


A108-B33; 


A108-B34; 


A108-B35; 


A108-B36; 


A108-B37; 


A108-B38; 


A108-B39; 


A108-B40; 


A108-B41; 


A108.B42; 


A108-B43; 


A108-B44; 


A108-B45; 


A108-B46; 


A108-B47; 


A108.B48; 


A108-B49; 


A108-B50; 


A108-B51; 


A108-B52; 


A108-B53; 


A108-B54; 


A108-B55; 


A108-B56; 


A108-B57; 


A108-B58; 


A108-B59; 


A108-B6O; 


A108-B61: 


A108-B62; 


A108-B63; 


A108-B64; 


A108-B65; 


A108-B66; 


A108-B67; 



wo 03/035065 



PCT/GB02/04763 



-197- 





A108-B69; 


A108-B70; 


A108-B71; 


A108-B72; 


A108-B73; 




A108-B75: 


A108-B76; 


A108-B77; 


A108-B78; 


A108-B79; 


A 1 0R-R80- 




A108-B82; 


A108-B83; 


A108-B84; 


A108-B85; 




A108-B87* 


A108-B88; 


A108-B89; 


A108-B90; 


A108-B91; 




A108-B93- 


A108-B94; 


A108-B95; 


A108-B96; 


A108-B97; 




A108-B99- 

XT. J. U O ~ JD 7 i7 J , 


A108-B100: 


A108-B101; 


A108-B102; 


A108-B103; 


AlUo-Jt5lU4, 




A108.B106- 


A108-B107: 


A108-B108; 


A108-.B109; 




AiUo-Dl 1 1 J 


/T^l V/O i^i. 


A108-B113' 


A108-B114; 


A108-B115; 


A 1 AO 13 1 1 

AlUo-ol io, 


A ino Ri 17> 


A108-B118- 
r% A v/o u 1 A o J 


A108-B119- 


A108-B120; 


A108-B121; 


A 1 AO T> 1 . 


AXUo-OlZ^9 






A108-B126: 


A108-B127; 


A ^ AO n 1 A o. 

A108-B12S; 


A 1 AO T31 OQ- 






A108-B132" 


A108-B133; 


A 1 AO D t A* 

A108-Bi34; 


A 1 AQ 




A108-R137* 


A108-B138: 


A108-B139; 


A 1 ^o n 1 A« 

A108-B140; 


A 1 AO 0 1 yl 1 • 


A lAo niA?* 


i\. i 1/0-0 1*T J 9 


A108-B144: 


A108-B145; 


A 1 AO T> 1 >l ^ . 

A108-B146; 


A 1 rvQ Q 1 vl'7< 

A10o-r>i4/, 


AlUo"Dl*rOa 




A108-B150- 


A108-B151; 


A108-B152; 


A 1 AO 1 Kim 


A|AQ R1<A* 




A108-B156- 


A108-B157; 


A108-B158; 


A 1 AO n 1 CA* 

A108-B159; 


AlUo-DlOU, 






A108-B163; 


A108-B164; 


A 1 AO O 1 


A inn 




A108-B168* 


A108-B169; 


A109-B1; 


A < AA OA. 

A109-B2; 


A 1 AQ Rl- 


A 1 no R4* 


A 10Q-B5- 


A109-B6: 


A109-B7; 


A 1 A A T> 0 • 


A 1 no RQ> 




A109-B11* 


A109-B12; 


A t r*r\ nil. 

A109-B13; 


A 1 AO 13 1 /I • 


A mO-Rl^- 


A109-R16* 

<VAV7 J9 AU| 


A109-B17: 


A109-B18; 


A109-B19; 






AIOO-BI'?- 

XV 1 V/^ XJit^y 


A109-B23: 

Xj. X V X^ } 


A109-B24; 


A 1 A A n 1 c ■ 

A109-B25; 


A 1 AO no/;- 




A 1 09-B28- 

^*.A UatOj 


A109-B29: 


A109-B30; 


A 1 r\A TSO 1 • 


A 1 AA r>ao. 
AlUy-Dj-^> 




A109-B34' 


A109-B35; 


A109-B36; 


A 1 AA T51"7. 


A1AO niC' 




A109-B40* 


A109-B4r; 


A109-B42; 


A 1 AQ 

Aiuy-D4j, 




A109-B45* 


A109-B46; 


A109-B47; 


A109-B48; 


A 1 no R/IQ- 




A109-B51: 


A109-B52; 


A109-B53; 


A109-B54; 






A109-B57: 


A109-B58; 


A109-B59; 


A109-B60; 


A ino • 
Aluy-Jtsol, 


A 1 00-R62' 


A109-B63; 


A109-B64; 


A109-B65; 


A109-B66; 




A109-B68' 


A109-B69; 


A109-B70; 


A109-B71; 


A109-B72; 


A109-B73; 


A109-B74; 


A109-B75; 


A109-B76; 


A109-B77; 


A109-B78; 


A109-B79; 


A109-B80; 


A109-B81; 


A109-B82; 


A109-B83; 


A109-B84; 


A109-B85; 


A109-B86; 


A109-B87; 


A109-B88; 


A109-B89; 


A109-B90; 


A109-B91; 


A109-B92; 


A109-B93; 


A109.B94; 


A109.B95; 


A109-B96; 


A109-B97; 


A109-B98; 


A109-B99; 


A109-B100; 


A109-B101; 


A109-B102; 


A109-B103; 


A109-B104; 


A109-B105; 


A109-B106; 


A109-B107; 


A109-B108; 
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A109-B110: 


A109-B111; 


A109-B112; 


A109-B113; 


A109-B114; 




A109-B116' 


A109-B117; 


A109-Bn8; 


A109-B119; 


A109-B120; 


A too ■Rl?! » 


A109-B122; 


A109-B123; 


A109-B124; 


A109-B125; 


A109-B126; 




A109-BP8* 


A109-B129; 


A109-B130; 


A109-B131; 


A109-B132; 


A 1 no Rl '\'\* 




A109-B135; 


A109-B136; 


A109-B137; 


A109-B138; 






A109-B14I- 


AI09-B142; 


AI09-B143; 


A109-B144; 


A 1 AO TJ 1 /I ^ ' 




A109-BI47- 


A109-B148; 


A109-B149; 


A109-B150; 




A 1 nQ-"R 1 S9 • 


A109-B153- 


A109-B154: 


AI09-B155; 


A109-B156; 


A 1 AO D 1 C7« 


A ino R1 


Ci.X\jy MJ ^ 


A109-B160: 


A109-B161; 


A109-B162; 


A109-Blo3; 


A ino 

AlUy-UlOH, 




A109-B166* 


A109-B167; 


A109-B168; 


A109-Blo9; 


A 1 1 A Til ' 

Al 1U-X>1, 


Al IU-Da, 


A110-B3- 


Al 10-B4; 


A1I0-B5; 


A110-B6; 


A 1 1 A xyj' 
Al lU-U/, 


A 1 1 n.RR- 

Al lU-JDO, 


XX J iV~AJ^j 


AUO-BIO; 


AllO-BU; 


A110-B12; 


A 1 1 A r> t '2* 


A 1 in R1d.< 
Al lU-Dl't, 


Al 10-R15- 


A110-B16* 


A110-B17; 


Ali0-B18; 


A 1 1 A D 1 0> 

Al lu-oiy; 


Aim 'R'^n- 

A11U*DZU, 


Al 10-R21' 

£\X 1 V"^* A 1 


A110-B22* 


A110-B23; 


A110-B24; 


Al 10-B25; 


Aim ROA* 

Al IU-dZO, 


A 1 1 fl-R97- 


A110-B28* 

Av AJ««Vy 


A110-B29; 


A110-B30; 


Al 10-B3 1 ; 


Aim "RIO" 


Al Ifl-R^^* 

i\x lv**DJ J> 


A110-B34- 


A110-B35; 


Al 10-B36; 


A 1 1 A QIT- 

Al iu-Uj /; 


Aim R'^ft- 

Al lUrD^Oj 


Al lO-R'^Q- 


A110-B40; 


A110-B41; 


A110-B42; 


A 1 1 A D^^> 


A 1 in R4il* 
AllU-£>H*f, 




A110-B46: 


A110-B47; 


A 4 4 A T% AO- 

A110-B48; 


A 1 1 A Dy40« 

Al iU-b4y, 


Aim r^nO- 


Al 10-B51- 


A110-B52: 


A110-B53; 


A110-B54; 


Al lU-DJJ, 


Aim R'^^* 

A11VI-1530, 


Al 10-B57' 

XVI X\I XJJ 1 J 


A110-B58: 


A110-B59; 


AliO-BoO; 


Al lU-DOl, 


A 1 1 n-R^9 • 


Al 10-B63- 


A110-B64; 


A110-B65; 


A 1 1 A OiCiZ* 


Alto R^T- 
Al lU-DO/, 


Al in-RfiR* 


A110-B69: 


A110-B70; 


A110-B71; 


Ail0-B72; 


A 1 1 A Tl'T'J* 
Al lU-D 


Al m-R74* 


A110-B75* 


A110-B76; 


A110-B77; 


A110-B7o; 


A 1 in R70' 


A 1 1 n-RRO' 


A110-B81- 


A110-B82; 


A110-B83; 


A 1 1 A 150/! • 


A 1 in RR^' 


A 1 1 0-RR6- 


A110-B87: 


A110-B88; 


A110-B89; 


A 1 1 r\ DOA» 


Aim ROl • 


Al 10-B92* 

Z»- 1 i-V A^^*»5 


Al 10-B93; 


A110-B94; 


A110-B95; 


Alio TlOA« 


A 1 1 n-R07- 


A110-B98- 


A110-B99; 


AllO-BlOO; 


AllO-BlOl; 


Aim R1 n?' 


A 1 10-R1O3' 


A110-B104; 


A110-B105; 


A110-B106; 


A110-B107; 


A 1 in RIOR* 
Al iU-DlUO, 


Al 10-R109' 


AUO-BllO; 


AllO-BUl; 


A110-B112; 


A110-B113; 


A110-B114; 


A110-B115; 


A110-B116; 


A110-B117; 


A110-B118; 


Ali0-B119; 


A110-B120; 


A110-B121; 


A110-B122; 


A110-B123; 


A110-B124; 


A110-B125; 


A110-B126; 


A110-B127; 


A110-B128; 


A110-B129; 


A110-B130; 


A110-B131; 


A110-B132; 


A110-B133; 


A110-B134; 


A110-B135; 


A110-B136; 


A110-B137; 


A110-B138; 


A110-B139; 


A110-B140; 


A110-B141; 


A110-B142; 


A110-B143; 


A110-B144; 


A110-.B145; 


A110-B146; 


Al 10-8147; 


A110-B148; 


A110-B149; 
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A110-B150; 


A110-B151; 


A110-B152; 


A110-BI53; 


AI10-B154; 


A110-B155; 


A110-B156; 


A11Q-B157; 


A110-B158; 


A110-B159; 


Ali0-B160; 


A110-B161; 


A110-B162; 


A110-B163; 


A110-B164; 


A110-B165; 


A110-B166; 


A110-B167; 


A110-B168; 


A110-B169. 











Thus, for example, in the above list the compound denoted as A9-B9 is the product of the combmation 
of group A9 in Table 1 and B9 in Table 2, namely 

SCH3 

, Exanqjle 230(a) hereinafter described. 

Particular compounds of the invention of formula (Ix) for the inhibition of SYK are: 

2-(lH-inda2ol-3-yl)-lH-benzimidazole-5-carboxylic acid benzylamide; 
10 2-( 1 H-indazol-3-yi)- 1 H-benzimidazole-S-carboxylic acid N-methylamide; 

2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-elhyiamide; 

2-(lH-indazol-3-yl)-lH-benzimida2ole-5-carboxylic acid N-isopropylamide; 

2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-phenylamide; 

2-(lH-indazol-3-yl)-lH-benzimidazole-5-caiboxylic acid N-phenethylamide; 
15 5,6Klimethyl-2-(5-methylsulfanyl-lH-pyiazol-3-yl)-lH.benzoimi^ 

6-chloro-5-methyI-2-<5-methylsulfanyl-lH.pyra2ol-3-yl)-lH-benzoiniid^^ 

6-chloro-2-(5^thylsulfanyl-lH-pyiazol-3-yl)-5-methyl-lH-benzoimi^ 

2-(5-methylsulfenyl-lH-pyrazol-3-yl)-5-trifluoromethyl-lH-ben2oimidazole; 

2<5-cyclopropylmethylsulfanyl-m-pyrazol-3-yi)-5,6-dimethyl4H-benzoimidazo 
20 2-{5-ethylsulfanyHH-pyrazol-3-yl)-5,6-dimethyl-iH-benzoimidazole; 

5,6-dimethyl-2-[5-(pyridin-3-ylmethylsulfanyl)-lH-pyrazol-3-yl]-lH-beM^ 

5-fluoro-2-[5-methylsulfanyl)-lH-pyrazol-3-yl]-lH-benzoimidazole; 

5,6-dimethyl-2-(5-phenethylsulfanyl-lH-pyrazol-3-yl)-lH-benzoimidazole; 

4- methyl-2-<5-methylsulfanyl-lH-pyrazol-3-yl)-lH-benzoimidazole; 
25 5,6-dimethyl-2-(5-benzylsulfanyl-lH-pyrazol-3-yl)-lH-benzoimidazole; 

6K;hloro-5-methyl-2-(5-morpholin-4-yI-lH-pyrazol-3-yl>lH-benzoimidazole; 
5,6-dimethyl-2-[5-<thiophen-2-yhnethylsulfanyl)4H-pyxazol-3-yl]-lH-benzoim 
2-(5-ethylsulfanyl-lH-pyrazol-3-yl)-5-methoxy-lH-benzoimidazole hydrochloric^ 

5- methyl-2-(5-methylsulfanyl-4-propyI4H-pyrazol-3-yl)4H-ben2X)imida2^ 

30 2-(5-(4-methoxy-benzyisulfanyl)-4-propyl-lH-pyrazol-3-yl)-5.methyl4H*enzou^ 




wo 03/035065 



PCT/GB02/04763 



-200- 

2-(5-berizylsulfanyl-4-isopropyl-lH-pyrazol-3-yl)-5-methy^ 
2<5-methylsulfanyl-4-methyl-lH-pyrazol-3-yl>5-methoxy-lH-beM^ 

2- (5-methylsulfanyl-4-methyl-lH-pyrazol-3-yl>5-methyl4H-benzo^ 
3<5<hloro-lH-benzoiinidazoK2-yl)-lH-pyra2ol-4-ylainine; 

5 3-(5,6-dichloro-lH-benzoiinida2ol-2-yl)4H-pyrazol-4-ylamine; 

3- (5,6-dimethyl-lH-benzoiimdazol-2-yl)-lH-pyrazol-4-yla^ 
3K5-ethyl-6-me%l-lH-benzoiimdazol-2-yl)-lH-pyra2ol-4-yla^ 
3-(6-chloro-5-methoxy-lH-beiKZoirmdazol-2-yl)-lH-pyra2ol-4-y 
3-(5-methoxy-lH-benzoimidazol-2-yl)-lH-pyiazol-4-ylaniine; 

10 3-(5-ethoxy-lH-beiizoimida2ol-2-yl)-lH-pyrazol-4-ylainine; 

3-(5-fluoro-6-methyl-lH-benzoiimdazol-2.yI)-lH-pyi^l-4-ylamin 

3-(5-trifluoroniethoxy"lH-bcn2oimidazol-2-yl)4H-pyrazol^^ 

3-(5.trifluoromethyl-lH-benzoiimdazol-2-yl)-lH-pyrazol4-yl^^ 

2- (4-amino-lH-i)yrazol-3-yl)-lH-benzoimidazole-5-carboxylic acid methyl ester; 
15 3-(lH-benzoimidazol-2-yI)-lH-indazole; 

3- (5-niethoxy-lH-benzoimidazol-2-yl)-lH-indazole; 
[2-(bda2ol"3-yI)-lH-benzoiiiiidazol-5-yl]-phenyl-methaiione; 
2-( lH-indazol-3-yl)-3H-benzoimidazol-4-ol; 
2-phenyl-lH-imidazol[4,5-b]pyrazine; 

20 3H5,6Kiimethyl--lH-ben2oimidazol-2-yl)-lH-inda2ole; 
2-(lH-indazol-3-yl)-3H-imida2o[4.5-c]pyridine; 
2-(l H-indazole-3-yl)-3H-iimdazo[4,5-b]pyridine; 

2- (lH-pyrazol-3yl)-lH-benzoimidazole; 

3K5,6-din3ethyl-lH-benzoinudazol-2-yI)-5-metibioxy-lH-indazole; 
25 3-{5-«thyl-^-methyl-lH-benzoimdazol.2-yl)-5-methoxy-lH-in 

3- (5,6-dimethyl-lH-benzoimida2ol-2-yl)-5-fluoro-lH-mdazole; 
3-(5,6-dimethyl-lH-benzoiinidazol-2-yl)-6-fltioro-lH-ind^^ 
3-(5,6-dimethyl-lH-benzoimida2ol-2-yl)-5-methyl-lH-mdazole^ 
3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-6Hnethoxy-lH-mda2^ 

30 5,6^ethyl-2-(4-phenyl-lH-pyrazol-3-yl)-lH-benzoiimdazole; 

3-(5-ethyl-lH-ben2oimida2ol-2-yl)-lH-indazole; 

3-(5-ethyl-6-metliyl-lH-benzoimidazol-2-yl)-lH-mdazole; 

3-<5-isopropyl-6-methyl-lH-benzoiinidazol-2-yl)-lH-inda2ole^ 

3-<5"bromo-6-methyl4H-benzoimidazol-2--yl)4H-inda2ole; 
35 3-(5-bromo-lH--benzoimidazol-2-yl)-lH-indazole; 

3-(5-(3-cyano)phenyl-lH-benzoimidazol-2-yl)-lH-indazole; 
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3<5-(pyrid-3-yl)4H-benzoimida2ol-2-yl)-lH-indazole; 
3-(6-methy 1-5-phenyl- 1 H-ben2oimidazol-2-yl)- 1 H-indazole; 
3-(5-phenyl-lH-benzoimidazol-2-yl)-lH"indazole; 
3-(5-(2-fluoro)phenyl-lH-benzoimida2ol-2-yl)-lH-indazole; 
5 3<5-(5,6-methylenedioxy)phenyl-lH-bra2oimidazol-2-yl)-lH-inda2ole; 
3^5-(2-methoxy)phenyl-lH-benzoimida2ol-2-yl)-lH-mdazole; 
3-(5.(4-cWoro)phenyl-lH4)en2oimidazol-2-yl)-lH-indazole; 
3_(5-(4-methyI)phenyl-lH-benzoimidazol-2-yl)-lH-inda2ole; 
3-(5-ben^loxy-lH-ben2oiniidazol-2-yl)-lH-mdazole; 
10 3-(5,6-methylenedioxy-lH-benzoiinidazol-2-yl>-lH-indazole; 
3-(5,6-dimethoxy-lH-benzoiniidazol-2-yl)-lH-indazole; 
3-(5,6-diethyl-lH-benzoimidazol-2-yl)-lH"inda2ole; 
3^4^5-<iiinethyl-lH-ben2oimida2ol-2-yl)-lH-iiidazole; 

2- <lH-indazol-3-yl)-lH-benzoimidazole-5-K:arbonitrile; 

15 3-(5-inefeoxycarbonyl-lH-benzoimidazol-2-yl)-lH-iiidazole; 

3- {5,6-dimethyl-lH-benzoimidazol-2-yl)--5-ethoxy-lH-indazole; 
3-(5,6-dimelliyl-lH-benzoiiiiidazol-2-yl)-pyrazole-4-carboxylic acid ethyl ester; 

2- (4-isopropylcarbamoyl-lH-pyi^ol-3-yl)-lH-benzoiniidazole-5-carboxylic acid methyl ester, 

3- (5,6-dimethyl-lH-benzoiinidazol-2-yl)-5-methyl-pyrazole-4-carboxylic acid ethyl ester; 

20 3-(l,5,6j4etrahydro-l,3-<iia2a-s-indacen-2-yl)-lH-pyrazole-4H:arboxylicacidcyclopropylami^ 
3-(5-methoxy-6-methyl- 1 H-ben2oimida2ol-2-yl)- 1 H-pyrazole-4-caiboxyIic acid isopropylamide; 
3-[5-(2-morpholin-4-yl-ethoxy)-l H-benzoiimdazDl-2-yl]- 1 H-indazole; 

3-(5,6-<limethyl-lH-benzoiimdazol-2-yl)-lH.pyrazole-4^ acid (2-niethoxy-€ttiyl>-ainide; 

3-(5,6-dimethyl- lH-benzoiniidazol-2-yl)-lH-pyiazole-4-carboxyIic acid propylamide; 
25 3-(5,6-dimethyl-lH-benzoiimdazol-2-yl)-lH-pyrazole-4-carboxyIic acid ttetr^ydio-pyran-4-yl)-amide; 

3-(5-ethyl-6-methyl-lH-benzoimidazol-2-yl)-lH-indazole-5-carbonitrile; 

3-(5-difluoromethoxyrlH-beim)imidazol-2-yI)-lH-pyrazole-4-caAo;^^ acid isopropylamide; 

3-(5-difluorometho;qr-lH-*enzoiinidazol-2-yl)4H-pyrazole-^^ acid cyclopropylamide; 

3<6-ethyl-5-metlioxy-lH-beiizoiniida2ol-2-yl)-lH-pyrazole-4-carboxylic acid isopropylamide; 
30 3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-iiidazole-5K:arboiiitrile; 

2-(5-methyl-lH-pyrazol-3-yl)-lH-benzoimidazole; 

2-(5-ethoxy-lH-pyrazol-3-yl)-lH-benzoimidazole; 

2-(5-methylsulfanyl-isoxazol-3-yl)-lH-benzoimidazole; 

5-K:hloro-2-(4-nitro-lH-pyrazol-3-yl)-lH-benzoimidazole; 
35 5,6-dichloro-2-(4-nitro-lH-pyrazol-3-yl)-lH-ben2oimidazole; 

(benzoimidazol-2-yl)-5-methylthio-3-pyrazole; 
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3<5,6-4imethyl-lH-benzoimida2ol-2-yl)-4,5,6,7-tetrahydro4H-i 
2<5-isopropyl-lH-pyrazol-3-yl)-5,6-dimethyl-lH-benzoimidazole; 

2- (5-«thyl-lH-pyrazol-3-yl>5,6-dimethyl-lH-benzoimidazole; 
5,6-dimethyl-2-<l,4,5,6-tetrahydro-cyclopentapyra2ol-3-yl>lH-beiizoim 

5 3-(5,6-4imethyl-lH-benzoimidazol-2-yl)-4-fluor<)-lH-indaz^^^ 
4-cMoro-3K5,6-dimethyl-lH-ben2oimida2ol-2-yl)-lH-iBdazole; 
3<5,6-<iimethyKlH-benzoimida2ol-2-yl)-5-cWoro-lH-inda^ 
3<5,6-dimethyl-lH-benzoraiidazol-2-yl)-lH-mdazol-5-ol; 

3- (5-n-propyl-lH-benzoiiiiidazoi-2-yl)-lH-indazole; 

10 2-<lH-indazol-3-yl)-lH-ben20unidazole-5-sulfonic acid benzylamide; 

3-(5-methanesulfonyl-lH-benzoimida2ol-2-yl)-lH-inda2ole; 

[2<indazol-3-yl)-lH-ben2oimida201-5-yl]-phenyl-metlianol; 

[2-(mdazol-3-yl)-lH-ben2oimidazol-5-yl]-carboxylicacid; 

[2-(indazol-3-yl)-lH-benzoiniidazol--5-yl]-carboxylic acid, methylamide; 
15 [2-(inda2ol-3-yl)-lH-benzoimida2ol-5"yl]-carboxylic acid, dimethylamide; 

[2-(indazol-3-yl)-lH-benzoimidazol-5-yl]-carboxylic acid, isopropylamide; 

lH-benzoimidazol-5-yl]-carboxylic acid, benzylamide; 

[2-(indazol-3-yl)-lH-ben2oimidazol-5-yl]-carboxylic acid, benzamide; 

3<5,6Klimethyl-lH-benzoimidazoI-2-yl)4H-pyrazole-4-carboxylic acid isopropylamide; 
20 3-(5,6-dimethyl-lH-beiizoiniidazol-2-yl)-lH-pyrazole-4-carboxylic acid (2-hydroxy-l,l-dimethyl- 

ethyl)-aniide; 

2~(4-isopropylcaitamoyl-lHi)yrazol-3-yl)-lH-benzoiinidazole-5-carbo^^ acid (pyridin-3-yimethyl)- 
amide; 

3-(5,6-dimethyl-lH-beiizoiinidazol-2-yl)-5-methyl-lH-pyi:aOT acid cyclopropylamide; 

25 2-(4-isopropylcarbamoyl-lH-i)yiazol-3-yl)-lH-benzoimidazole-5-ca^ acid phenylmethyl-amide; 
2-(4-isopropylcarbamoyl-lH-pyrazol-3-yl>lH-beiizoiinidazole-5K;aA acid (pyridin-2-ylmethyl> 
amide; 

2-(lH-iiidazol-3-yl)-lH--beiizoiiiiidazole-5-carboxylic acid (pyridin-3-ylinethyl)-amide; 

2-(lH-inda2ol-3-yl)-lH-beiizoiimda2ole-5-caiboxylic acid 3-methyl-beii^lainide; 
30 2-(lH-indazol-3-yl)-lH-benzoiniidazole-5-carboxylic acid 4-methyl-ben2ylamide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid [3-(2-oxo-pyrrolidin-l-yi)-propyi]-amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2-morpholin-4-yl-ethyl)-amide; 

2-<lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2-methoxy-ethyl)-ainide; 

2-{lH-indazol-3-yl)-lH-beii2oiniidazole-5-carboxy]ic acid (2-cyano-ethyl)-amide; 
35 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; 

2-(lH-Indazol-3-yl)-lH-benzoiimda2ole-5-carboxylic acid (3-imidazbl-l-yl-propyl)-ainide; 
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3-(5, 6-dimethyl4H-benzoimidazol-2-yl)-lH-pyra2ole-4-carboxylic acid isobutyl-amide; 
3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazole-4K:arboxyl^^ isopropylamide; 
3-(5,6-dimethyl-lH-benzoiniidazol-2-yl)-lH-pyrazole-4-carbo)g^lic acid cyclopropylmethyUmide; 
3-(5,6HJimethyl-lH-ben2oimidazol-2-yl)-5-methyl-lH-pyi:azole-4-^ 
5 3-(5,6KUmethyUlH-ben2oiinidazol-2-yl)-lH-indaTOle-5-carbo3^^^ acid dimethylamide; 

2- (4-isobutyiylamino-iH-pyrazol-3-yl)-lH4)enzoimidazole-5-carboxyl^ acid benzylamide; 
[2-(indazol-3-yl)-lH-beiizoiimda2ol-5-yl]-carboxylic acid; 

3- (5,6-<iimethyl-lH-ben26imidazol-5-yl)-pyrazol©-4H^ 
2-(4-isopropylcarbamoyl4H-pyrazol-3-yl)-lH-benzoimidazole-5-carboxyli 

10 3K5,6-<iimethyl-lH-benzoimidazol-2-yl)-5-methyli)yrazole-4H;a^^ acid; 
N-t3-(5,6-dimethyH H-beiizoimida2»l-2-yl>lH-pyra2oM-yl]-isobiityra^ ; 
N-[3K5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazoM-^^^ 
N-[3-(5,6-dimethyl-lH-benzoimidazoI-2-yl>lHi>yrazol-4-yl]-2-p^ 

cyclopropanecarboxylic acid [3K5,6-diniethyl4H-benzoiinidazol-2-yl)-lH-pyrazol-4-yl]-a^ 
15 methoxyacetic acid [3K5,6-dimethyl4H-benzoiniidazol-2-yl)-lH-pyrazol-4-yl]-ainide; 

cyclopentanecarboxylic acid [3-(5,6^ime%l-lH-benzoimidazol-2-yl)-lH-pyi^ol-4-yl]-aniide; 

trimethylacetic acid [3<5,6-dimethyl-lH-benzoimidazoi-2-yl)-lH-pyrazol-4-yl]-aniide; 

rerr-butylacetic acid [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide^ 

butanoic acid [3^5, 6-dimethyl-lH-benzoiraidazol-2-yl>lH-pyrazoM-yl3 -amide; 
20 isoxazole-5-caTboxylic acid [3-{5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide; 

S(+)-2-methylbutanoic acid [3-(5,6-^imethyl-lH4)enzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide; 

cyclopropanecarboxylic acid [3K5-ethyi-6-methyl4H-benzoimidazol-2-yl)-^ 

piperidine-l-carboxyiic acid[3<6-chIoro-5-]iiethoxy-lH-benzoiimdazol-2"yl)-l H-pyrazol-4-yl]-amide; 
3"[3-(6-chloro-5-methoxy-lH4jenzoimidazol-2-yl)-lH-pyrazol-4-yy^ 

25 cyclopropanecarboxylic acid [3-<5-nMithoxy-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-anMde; 
cyclopropanecarboxylic acid [3-(5-ethoxy-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide; 
cyclopropanecarboxylic acid [3<5-fluoro-6^nethyl-iH4^enzoiImda26l-2-yl>lH-i)yrazol-^^ 
cyclopropanecarboxylic acid [3<5.trifluoromethoxy4H43en2oinMdazol-2"yl>lHi)yr^^^ 
cyclopropanecarboxylic acid [3K5-4rifluoronieth>i4H-*enzoiniidazol-2-yl)-lH-pyrazol-^^ 

30 N-[3<5-trifluoromethyl-IH4)enzoimidazoI-2-yl)-lH-pyra2ol-4-yl]-^^ 

cyclopropanecarboxylic acid [3K5-chloro-6-methyl4H-benzoimidazol-2-yl)4H-pyrazol^yl]-^ 

3,5-dimethyl4soxazole-4-carboxylic acid [3-<5,6-dimethyl-lH-benzoimid^ 

amide; 

N-[3-(5,6-dimethyl- 1 H-benzoimidazol-2-yl)- 1 H-pyrazol-4-yl]-acetaniide; 
35 furan-3-carboxylic acid [3<5K:hloro-6~methyl4H-benzoimidazol-2-yl)4H--pyrazoM-yl]-aimde; 
N-[3-<5,6^imethyl-lH-benzoimidazol-2-yl)4Hi)yrazoM-yl]-4-methyl-^ 



wo 03/035065 



PCT/GB02/04763 



-204- 

5,6-dimethyl-2-(4-mtro-lH-pyrazolO-yl)4H-benzoimidazole; 

5- ethyl-6-methyl-2-(4-nitro-l H-pyra20l-3-yl)- 1 H-benzoimidazole; 

6- chloro-5-methoxy-2-(4-ni1xo-lH"pyrazol-3-yl)4H-benzoimidazole 
5-fluoro-6-methyl-2<4-nitro-lH-pyrazol-3-yl)-lH-beiizoiinid 

5 2K4-nitro4H-pyrazol-3-yl>5-trifluoromethoxy-lH-ben2oiimdM^ 
2<4-nitro-lH-pyra2ol-3-yl)-5-trifluorometiiyl-lH-benzoiim 
5-cMoro-6-methyl-2-(4-nitro-lH-pyi:a2ol-3-yl>lH4>enzoim 

2- (4-nitro-lH-^)yrazol-3-yl)-lH-benzoimdazole-5-<:arb^^ acid methyl ester; 
3<5,6-<iiraethyl-lH4)eii2oimidazol-2-yl)-lA6j4etiahydroi)y^ acid 

10 isopropylamide; 

cyclopropyI^[3-(5.6-4imethyl4H-beiizoLiiiidazol-2-yl)-lA6J'4e^ 

methanone; 

isopiopyl-[3K5,6-dimethyl-lH-benzoimida2ol-2-yl)-lA6,74etrahy^^ 
methanone; 

15 143K5,6-dimethyl-lH-benzoimidazol-2-yl>lA6,7-tetrahydro-pyra2olo[43-c]^^ 
dimethyl-propan- 1 -one; 

3- (5,6-dimethyl-lH-benzoimidazol-2-yl)-lA6,74etrahydro^yrazolo[4,3^^ 
methyl ester; 

3K5,6-dimethyl-lH-benzoimidazol-2-yl)^,5,6J-tetrahydro-lH-pyrazolo[43-c]pyridine 

20 3<5-chloro-6-methyl-lH-benzoimidazol-2-yl)-4,5,6J-tetrahydro-lH-pyra2olo[43^^ 
3-[5-(2-morpholin-4-yl-ethoxy)-lH-benzohnida2ol-2-yl]-4,5,6,74etrahydro-lH- 

pyrazolo[4,3-c]pyridine; 

3<5-trifluoromethyI-lH-benzoimida2ol-2-yl)-4,5,6,74etrahydro-lH-pyra^ 
3K5,6.dimethyl-lH-benzoimidazol-2-yl)4,4,6J-tetrahydn)-pyra2»lo[^^ 

25 terf-butyl ester; 

5-methoxy-2-(4-nitro-lH-pyrazol-3-yl)-lH-benzolniidazole; 

5-ethoxy-2-<4-mtro-lH-pyrazol-3-yl)-lH-benzoimidazole; 

3-(5-cWoro-6-methyl4H-benzoimidazol-2-yl)-lA6J-tetrahy^^^ 

acid tert-butyl ester; 
30 3-[5<2-morpholin-4-yl-ethoxy>lH-benzoimidazol-2-yl]-lA6,7-tet^ 

caifooxylic acid tert-butyl ester; 

3<5,6-dimethyl4H-benzoinudazol-2-yl)4,4,6J-tetrahydro-pyrano[4,3-c^ 
3<5-tri£luoromethyl-lH-ben2»imidazol-2-yl)-lA6J-tetrahydro-py^ 
acid tert-butyl ester; 

35 N-[3K5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl3-2-morphoUn-4-^^^^ 
2-dimethylamino-N-[3<5,6-dimethyl-lH-ben2oimidazol-2-yl)-l^ 
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N-[3<5,6-dimethyl-lH-benzoiimdazol-2-yl)-lH-pyrazoM-yl] 
N-[3-(5,6-dimethylrlH-benzoimida2ol-2-yl)4H-pyrazol-4-yl]-isoni 

2- cyclopropyl-N43H[5,6-dimethyl-lH-ben2oimidazol-2-yl)-lH-pyraTO^ 
l-[3<5,6Klimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yI]-^ 

5 l-[3-<5,6Klimethyl-lH-bei)zoimidazol-2-yl)4H-pyrazol-4-yl]-3-isop 
l-[3<5,6-dimethyl-lH-beii2pimidazol-2-yl)-lH-pyra2ol-4-yl]-3-ph^ 
i4)enzyl-3-[3-(5,6Klimethyl-lH-benzoimidazol-2-yl^ 

3- (5,6^imethyl-lH-benzoimidazol-2-yl>lA6,7-tetrahydroi)yrM^^ 
isopropylamide; 

10 cyclopropanecarboxylicacid[3<5-ethoxy-^-«thyl-lH-benzoimidazol-2-yQ^ 

3- (l,5,6,7-tetrahydro43-diaza-^-indacen-2-yl)-lH-pyrazol"4-ylai^ 

4- methylpiperazine-l-carboxylic acid [3-(l,5,6,74etrahydro-l,3-diaza-«-indacen-2-yl)-lHi)yraz^ 
yl]amide; 

l,l-dimethyl-3-[3Kl,5,6J-tetrahydro-s-mdacen-2-yl>lH-p^^ 
15 cyclopropanecarboxylic acid [3-(6-^thoxy-5-fiuoro-lH-berudniida2ol-2-yl>lH-pyrazol-4-yl]amide; 
tetrahydropyran-4-carboxylic acid [3-(6-^thojg^-5-fluoro-lH-benziniidazol-2-yl)-lH-pyra2oIe-4- 
yljamide; 

morpholine-4-carboxylic acid[3-(6-ethoxy-5-fluoro- 1 H-benziinidazol-2-yl)-'lH-pyra2ol-4-yl]aniide; 
piperidine-4-carboxyiicacid[3K6-ethoxy-5-fluoro-lH-ben2imidazol-^^^^ 
20 3-[6-«thoxy-5-fluoro-lH"beiiriniidazol-2-yl)-lH-pyrazol-4-yl]-l, i-diethylurea; 

5- methoxy-2-<4-nitro-l H:-pyrazol-3-yl)-lH-ben2oimidazole; 

morpholine-4-carboxylic acid [3-<5,6^iime%l-lH-benzoimidazol-2-yi)-lH-pyrazol-4-ylmethyy 
amide; 

3-[3-(5-<Ji£lucromethoxy-lH-benzoimidazol-2-yl)-lH-pyrazol'4-yl]-l,l^ 
25 piperidine-l-carb07Qrlic acid [3K5Klifluoromethoxy-lH-ben2oiinidazol-2-yl>lH-pyra2ol-4-yq 
cyclopropanecarboxylic acid [3-(6-chloro-5-methoxy-lH-beiizoinridazol-2-yl>lH-pyrazoI-4-y^^ 
cyclopropanecarboxylic acid [3<1,5,6 J-tetKJiydrc)-13-^ia2a-s-indacen-2-yl)-lH-pyrazol-4-yl]a^ 
moTpholine-4-carboxylic acid[3Kl,5,6,7-tetiahydro-l^-<Ua2a-s-indacen-2-yl>lH-pyrazol^^ 
piperidine-l-carboxylic acid [3-(5-methoxy-lH4>en2oiimdazol-2-yl)-lH-pyra2ol-4-yl]-a^^ 
30 3-[3-(5-methoxy-lH-ben2oinuda2ol-2-yl)-lH-pyrazoM-yl]-14-<^ 

piperidine-l-carboxylic acid [3K5-ethyl-^-methyl-lH-benzoirmdazol-2-yl)-lH-pyrazoM-yl]-amide 
i3-[3-(5-fluoro-6-inethyl- 1 H-benzoimidazol-2-yl)- lH-pyrazol4-yl]-l , l-dimethyl-urea; 
moipholine-4-carboxylic acid [3<5-trifluoromethyl-lH4)eazoiimda2ol-2-yl)-lH-pyrazol-4-yl].am 
3<5,6-dime%l.lH-benzoimidazol-2-yl)-lA6,7-teliahydro-pyr^^^ 
35 diethylamide; 
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[3<5,6Klimethyl4H-benzoimidazol-2-yl)-l,4,6j4etrahydr^^ 
yl-methanone; 

[3K5,6-dimethyl-lH-benzoimida2ol-2-yl)-l,4,6J-tetrahydro-pyrazolo[4,3H^^ 
yl-methanone; 

5 [3K3,6-dimethyl-lH-ben2oimidazol-2-yl)-l,4,6J-tetrahydro-py^^ 
yl-methanone; 

3-(5-cWoro-6-methyl-lH-benzoimidazoi-2-yl)-lA6,7-tetrahydro-py^ 
acid diethylamide; 

moipholine-4-carboxylic acid [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyia2oM-yl]-anMde; 
10 piperidine-l-carboxylic acid [3-(5,6-dimethyMH-ben2oimida2ol-2-yl)-lH-pyrazol-4-yl]-amide; 
3-[5-(2-moipholin-4-yl-ethoxy)-lH-benzoimida2oW-yl]-I,4.6J-tetr^ 
catboxylic acid diediylamide; 

3- <5-triHuoromethyl-lH4)enzoimidazol-2-yl)-l,4,6j4etrahydro-pyrazoto 
acid diethylamide; 

15 2-(lH-indazol-3-yl)-lH-ben2oimidazole-5-carboxylic acid [2-(2H-tetrazol-5-yl)-ethyl]-amide; 
l-cyclopropyl-3-[3-<5-ethyl-6-methyl-lH-beiizoimidazol-2-yl)-lH"pyi^ol-4-yl]-urea; 
l43-(5-ethyl-6-methyl-lH-bejQzoimidazol-2-yl)-lH-pyrazol^yl]-3-methyl-iirea; 

4- methyl«piperazine-l-carboxylic acid [3-(5-ethyl-6-methyl-lH-benzoimida2oI-2-yl>lH-pyrazol-4-yl]- 
amide; 

20 piperidine-LK;arboxyiicacid[3-(5-fluoro-6-methyl4H-benzoimidazol-2-yl)-lH-pyi^ 
I-[3<5-fluoro-^-methyl-lH-benzoinudazol-2-yl)-lH-pyrazol-4-yl]-3-met^^^ 

morpholine-4-carboxylic acid [3K5-fluoro-6-methyl-lH-benzoimidazol-2-yl>lH-pyra2ol-4-yl]-aniide; 

4-methyl-pipera2dne-lK:arboxyUc acid[3-(5-fluoio-6Hnethyl-lH-ben2oimi 

yl]-amide; 

25 l-methyl-3-[3<5-trifluoromethyl-lH-ben2oimidazol-2-yl)-lH-pyi^ 

1^3-(5-chlon>-6-methyl-lH-benzoiinidazoi-2-yl)-lH-pyrazol-4-yl]-3-me&^^ 
4-methyl-piperazine-l-carboxylic acid [3-(5-chloro-6-methyl-lH-benzoimidazol-2-yl)-lH"pyrazol-4- 
yl]-amide; 

l-tert-bntyl-3-[3<5,6-dimethyl-lH-benzoimida2ol-2-yl)-lH-pyraz 
30 1 -[3-(5,6-dimethyHH-benzoimidazol-2-yl)-l H-pyrazol-4-yl]-3-ethyl-urea; 

4-methyI-piperazine-l-carboxylic acid [3-(5,6-dimethyl-lH-ben2oimidazol-2-yl)-lH-pyra2ol-4-yl]- 
amide; 

1 -cyclopropyl-3-[3-(5,6-dimethyl- 1 H-ben2oimidazol-2-yl)- lH-pyrazol-4-yl]-urea; 
3-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-ljKiiethyl-urea; 
35 l-[3-(5,6Hlimethyl4H-benzoiimdazol-2-yI)4H-pyrazol-4-yl]-3-isobutyl-urea; 
l-<;yclopropylmethyl-3-[3-(5,6-dimethyl-lH-ben2oimidazol-2-yl)-lH-pyra2ol-^ 
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3-(5<hlorcK6-methylrlH-beiizoimidazoU2-yl)-lH-pyrazol-4-ylainiiie; 

3"(5-^thyl-6-methylTlH-benzoimi(iazol-2-yl)-lH-indazole-5-carboxyli^ acid amide dihydrochloride; 
3-(5,6-dimethyI-lH-benzoiiiudazol-2-yl)-lH-indazole-5-carboxylicac 

2- (4-isobutyrylamino- 1 H-pyrazol-3-yl)-lH-benzoimidazole-5-carboxylic acid; 
5 343K5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-lJ-dim^ 

3- (5-nitro-lH-benzoiinidazol-2'-yl)-lH-indazole; 

2<lH-IndazolO-yl)-lH-benzoimidazole-5-carboxylic acid (2-piperidin-l-yl-ethyl)-ainide; 
2-(lH-IndazoI-3-yl>lH-benzoimidazole-5-carboxylic acid (pyridin-2-ylinethyI)-amide; 
2-(lH«-Indazol-3-yl)-lH-beii2oiinida2ole-5-carboxylic acid [3-(4-methyl-pipera2in-l-yl)-propyl]-ainide; 
10 N-[2-(lH-lnda2ol-3-yl)-IH-benzoiimdazol-5-yl]-isobutyramide; 
N-[3K5,6-Dimethyl-lH-beiizoiimdazol-2-yl)-lH-pyra^ 
2-(lH-indazol-3-yl)-3H-benzoimidazol-5-ainine; 

piperidine-l-carboxylic acid [3-(5,6Klimethyl-lH-ben2»imidazol-2-yi)-lH-pyra2»l^^ 
and the corresponding N-oxides, and their prodrugs; and phannaceutically acceptable salts and solvates 
15 (e.g. hydrates) of such compounds and their N-oxides and prodnigs. 

Preferred compomds of formula (Ixa) of the invention for the inhibition of SYK are:- 

2-(IH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid benzylamide; 

2-(lH-indazol-3-yl)-lH-benzimidazole-5-caiboxylic acid N-methylamide; 
20 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-ethyiamide; 

2-(lH-indazol-3-yl)- IH-benzimida2ole-5-carboxylic acid N-isopropylamide; 

2-(lH-indazol-3-yl)-lH-ben2imidazole-5-carboxylic acid N-phenylamide; 

2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-phenediylamide; 

5,6-dimethyl-2'<5-methylsulfanyl-lH-pyrazol-3-yl)-lH-benzoindd^ 
25 6-chloro-5-methyl-2<5-niethylsulfanyl-lH-pyrazol-3-yl)-lH-benzoinu 

6-cmoro-2-<5-ethylsulfanyl-lH-pyrazol-3-yl>5-methyl-lH45enzoiniidazole; 

2-(5-methylsulfanyl-lH-pyrazol-3-3d)-5-trifluoronaethyl-lH-benzoimidazole; 

2-(5-cyclopropylmethylsulfanyl-lH-pyra2ol-3-yl)-5,6-dinMthyl-lH-beiizoim 

2<5-ethylsulfanyl-lH-pyrazol-3-yl)-5,6-dimethyl-lH-benzoinudazo^^^ 
30 5,6-dimethyl-2-[5-(pyridin-3-ylmethylsulfanyl)-lH-pyrazol-^ 

5-fluoro-2-[5-methylsulfanyl)-lH-pyrazol-3-yl]-lH-ben2oimidazole; 

5,6-dimethyl-2-(5~phenethylsulfanyl-lH-pyrazol-3-yl)-lH-ben2oimidazole; 

4- methyl-2-(5-methylsulfanyl-lH-pyrazol-3-yl)-lH-benzoimidazole; 
5,6Kiimethyl-2-(5-benzylsulfmyl-lH-pyra2ol-3-yl)-lH-ben2oimidazole; 

35 5,6-4imethyl-2-[5-(thiophen-2-ylmediylsulfanyl)-lH-pyra2olO-yI]-lH-beiizoiniidazole; 
2-(5-ethylsdfanyl-lH-pyrazol-3-yl)-5-methoxy-lH-benzoinii(iazole hydrochloride; 
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5-niethyl-2-(5-methylsulfanyl-4-propyl- 1 H-pyrazol-3-yl)-l H-benzoimidazole; 
2-(5-(4-methoxy-benzylsulfaayl)-4-propyl-lH-pyra2ol-3-yl> 5-methyHH-benzoimidazole; 

2- (5"benzylsulfanyl-4-isopropyU lH-pyrazol-3-yl)-5-methyl-lH-benzoimidazole; 
2<5-me%lsulfanyl^methyl-lH-pyrazol-3-yl)-5-methoxy-lH-benzoim 

5 2<5-methylsulfanyl-4-methyl-lH-pyrazol-3-yl)-5-me%l-lH-benzoim^ 

3- (5-chloro-lH-ben2oiiiiidazol-2-yl)-lH-pyra2ol-4-ylamiiie; 
3-(5,6-dichloro-l H-benzoiimdazol-2-yl)-lH-pyrazol-4^ 
5,6-dimethyl-2-(4"phenyl-lH-pyra2ol-3-yl)-lH-benzoimidazole; 

3<1,5,6 J-tetrahydrcHl,3-dia2a-s-indacen-2-yl)-lH-pyra2ole-4^ acid cyclopropylamide; 

10 3<5-raethoxy-^me%l-lH-ben2oiiiiida2ol-2-yl)-lH-pyia2ole-4-^ acid isopropylamide; 
3<5,6Kiimethyl-lH-ben2oimidazol-2-yl)4H-pyrazole-4K:a^ acid (2-methoxy-ethyl)-amide; 
3-(5,6-dimethyl-lH-benzoimidazol-2-yl>lH-pyrazole-4-carboxyl^^ 

3<5,6-dimethyl-lH45enzoirmdazol-2-yl)-lH-pyiazole-4-carbox^^^ acid (tetrahydro-pyran-4"yl)-amide; 
3-(5-<Ufluoromethoxy-lH-benzoiinidazoI-2-yl)-lH-pyrazole-4-carboxylic acid isopropylamide; 
15 3<5-difluoroinetboxy-lH-ben2oimidazol-2-yl)-lH-pyrazole-4-carboxylic acid cyclopropylamide; 
3-(6-«thyl-5-methoxy-lH-benzoimidazol-2-yl)~lH-pyra2ole^-carboxylicacidisop^^^ 
2-(5-ethoxy-lH-pyrazol-3-yl)-IH-benzoimidazole; 
(benzoimidazol-2-yl)-5-methylthio-3-pyrazole; 

2- (5-isopropyl- 1 H-pyrazol-3-yl)-5,6-dimethyl- IH-benzoimidazole; 
20 2-(5-ethyl-lH-pyrazol-3-yl)-5,6-dimethyl-lH-benzoimidazole; 

3- (5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazole-4-carboxyUc acid isopropylamide; 
3-(5,6-dimethyl-l H-benzoimidazol-2-yl)-l H-pyrazole-4-carboxylic acid (2-hydroxy-l, 1-dimethyl- 
ethyl)-amide; 

2- (4-isopropyicarbamoyl-lH-i)yrazol-3-yl)-lH-benzoimidazole-5-caiboxylic acid (pyridin-3-ylmethyl)^ 
25 amide; 

3- <5,6Hlimethyl-lH-benzoimidazol-2-yl)-5-methyl-lH-i)yrazole-4-<arboxyl^^ acid cyclopropylamide; 

2- (4-isopropylcarbamoyl-lH-pyrazol-3-yl)-lH-benzoimidazole-5-carboxyiic acid phen^ethyl-amide; 

3- (5, 6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyra2ole-4-carboxyUc acid isobutyl-^de; 
3-(5,6-dimethyl-lH-beiizoimidazol-2-yl>lH-pyrazole-4-carboxylic acid isopropylamide; 

30 3-(5,6-dimethyI-lH-beiizoimidazol-2-yl)-lH-pyrazole-4-carboxyIic acid cyclopropylmethyl-amide; 

3-<5,6-dimethyl-lH-benzoimidazol-2-yl)-5-methyl-lH-pyrazole-4-^a^ acid teit-butylamide; 

2-(4-isobutyrylamino-lH-pyrazol-3-yl)-lH-benzoimidazole-5-carboxylic acid benzylamide; 

N--[3<5,6Kiimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-isobutyra^ 

N-[3<5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-3-methyl-but^^ 
35 N-[3-(5,6Kiimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-2-phenyl-a 

cyclopropanecarboxylic acid [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide; 
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methoxyacetic acid [3-(5,6-dimethyl4H-benzoimidazol-2-yl)-lH-pyi^ol-4-yy 
cyclopentanecarboxylic acid [3-(5,6Kiimethyl-lH-benzoiimda2ol-2-yi)-lH-pyrazol-4-yl]-am^ 
trimethylacetic acid [3-(5,6-<iimethyl-lH-ben2oimidazol-2-yl)4H-pyrazoM-yl]-ai^ 
/ert-butylacetic acid [3-(5,6-dimethyHH-benzoiiiiidazol-2-yi)-l H-pyra2ol-4-yl]-amide; 
5 butaaoic acid [3-(5,6-dimethyI-lH-benzoimidazol-2-yl>lH-pyi:azol-4-yl]-^ 

isoxazoIe-5-carboxyIic acid [3-(5,6-dimethyl-lH-benzoiimdazol-2-yl)-lH-pyiazol-4-yl]<u^ 
S(+)-2-methylbutanoic acid [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-^^^ 
cyclopropanecarboxylic acid [3-(5-«thyl-6-methyl-lH-benzoiimdazol-2-yl)-lH-pyrazol-^ 
piperidine- 1-caiboxylic acid[3-(6-chloro-5-methoxy-lH-beiizoimidazol-2-yl)4H-^>yrazoM 

10 3-[3-(6-cWoro-5-methoxy-lH-benzoimida2ol-2-yI)-lH-pyrazol-4-yl]-l,W 

cyclopropanecarboxylic acid [3-(5-inethoxy-lH-benzoiinidazol-2-yl)-lHi)yrazol-4-yl]-^ 
cyclopropanecarboxylic acid [3-(5-ethoxy-lH-ben2oimida2ol-2-yl)-lHi)yrazol-4-yl]-amide; 
cyclopropanecarboxylic acid [3<5-fluoro-6-nietbyl-lH-ben2oinddazol-2-yl)-lH-pyra2ol-4-yl]-a^ 
cyclopropanecarboxylic acid [3-(5-trifluoromethoxy-lH-benzoiinidazol-2-yl)-lH-pyrazoM-yl]-am 

15 cyclopropanecarboxylic acid [3-<5-trifluorome%l-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-armde; 
N43<54rifluoroniethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-isobutyraraide; 
cyclopropanecarboxylic acid [3-(5-cMoro-6-methyl-lH-benzoimidazol-2-yl)-iH-pyrazol-4-yl]-aniide; 
3,5-dimethyl-isoxazole-4-carboxylic acid [3H5,6-dimethyl-lH-ben2oi 
amide; 

20 N-[3-(5 ,6-diinethyi-l H-benzoiimdazol-2-y 1)4 H-pyrazol-4-yl]-acetamide; 

furan-3-carboxylic acid [3-(5H:hloro-6-methyl-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-aniide; 

N-[3-<5,6-diniethyl-lH-ben2oiniida2ol-2-yl)-lH-pyrazol-4-yl]-4-m^ 

N-[3-(5.6-diniethyl-iH-benzoiinidazol-2-yl)-lH-pyrazol-4-yl]-2H^^ 

2-dimetiiyIamino-N43-<5,6-dimethyl-lH-benzoiiiiida2ol-2-yl> 
25 N-[3<5,6-dinMthyi-lH-benzoiimdazol-2-yl)-lH-pyra2»l-4-yl]-2-(m 

N-[3-<5,6Hiinietfiyl-iH-ben2x>iinidazol-2-yl)-lH-pyrazol-4-yl]-isonicoti^^ 

2-<r/clopropyi-N-[3<5,6-^imethyl-lH-benzoimidazoI-2-yl)-lH-pyra^ 

l-[3-{5,6-dimethyl4H-beD2oiniida2ol-2-yl)-lH-pyra2X)l-4-yl]-3-m^ 

l-[3-(5,6-diniethyl4H-ben2oirnidazol-2-yl)-lH-pyra2ol'^ 
30 l-[3-(5,6-diniethyl-lH-ben2oiraidazol-2-yl)-lH-pyra2ol^yl]-3-phen 

l-benzyl-3-[3-<5,6-dimethyl-lH-benzoinudazol-2-yl)-lH-pyrazol-4-y^^ 

cyclopropanecarboxylic acid[3-<5-ethoxy-6-ethyl-lH-benzoimidazol-2-yl)4H-pyrazoM 

4-methylpiperazine-l-carboxylic acid[3-(l,5A7-tetrahydro-l,3-diaza-s-indacen-2-yl)-lH-pyrazol-4- 

yljamide; 

35 lJ-dimethylO-[3-<l,5,6,7-tetrahydro-s-indacen-2-yl>lH-pyrazol^yl]urea; 

cyclopropanecarboxylic acid [3-(6-€thoxy-5-fluoro-lH-beiiziimdazoi-2-yl)4H-pyrazoM-yl]aim 
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tetrahydropyran-4-carboxyUc acid [3-(6-ethoxy-5-fluoro-lH4)enziniida2ol-2-yl)-lH-pyrazole4- 

yl]ainide; 

moipholine-4-carboxylic acid[3<6-ethoxy-5-fluoio-lH-tenzinridazol-2-yl>lH-pyrazol-4-yl]am^^ 
piperidine-4<arboxyUcacidC3<6-ethoxy.5-flucwo-lH-ben2imidazol-2-yl>lH.^ 
5 3.[6-ethoxy-5-fluoro4H-benaimdazol-2-yl>lH^)yrazol-4-yl]-l,l-diethylutea; 

tnorpholine^i-carboxylic acid [3-(5.6^1iiiKS%l-lH-bei>zoiimdazol-2-yl)-lH-pyraz»l-4.y^ 
amide; 

3-[3-(5-dinuoromethoxy-lH-ben2oinudazol-2-yl)-lH-pynaol-4-yl]-lJ-diet^^^^ 
pipmdiae-lH^Acxylic acid [3<5-difhioromethoxy-lH^x«izoiimda2ol.2-yl>lH^oM-yl]-^^^ 

10 cyclopropanecarboxyUc acid t3-(6-chloro-5-methoxy-lH4«n2oiimda2ol-2-yl)4H-pyrazol^yn^^^^ 
cyclopropanecarboxyUc acid [3K1.5.6J-tetrahydro-l,3-diaza.s.indacen-2-yl)-lH-pyrazoM-yl]amide: 
moipholine-4<arboxylicacid[3Kl,5A74etrahydro43-dia2a-s-indacen-2-^^^ 
piperidine-l-carboxylicacid[3<5-methoxy-lH-ben2oimida2ol-2-yl)-lH-pyrazol^^^^ 
3.[3<5-methoxy-lH-benzoimidazol-2-yi)-lH-pyrazol-4-yl]-l,l-dimethyl-urea; 

15 piperidine-l^arboxylic acid [3-(5-ethyl-6-methyl-lH-ben2oiniidazol.2-yl)-lH.pyra2ol-4-yl]-ainide; 

3- [3<5-fluoro-6-methyl.lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-l,l-dimethyl-urea; 
morpholine-4-caAoxylic acid [3<5-trifluoromethyl-lH-benzoimidazol-2-yl)4H-pyrazol-4-yl]-amide; 

• morpholine-4-carboxylic acid [3-<5.6^inethyl-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-amide; 
piperidine-l-carboxylic acid [3K5.6^methyl-lH-beim)imidazol-2-yl)-lH-i)yrazol^yl]-amide; 
20 l<yclopropyl-3^3-(5-ethyl-6-methyl-lH-benzoimida2ol-2-yl)4H-pyrazol^^^^^ 
l.[3K5-ethyl-6-methyl-lH-bcnzoiiiiidazol-2-yl)-lH-pyca2ol-4-yl]-3<nethy^ 

4- methyl-piperazine-l-carboxyUc acid [3K5-ethyl-6-inethyl4H-benzoiimdazol-2-yl)-lHi.yrazol-4-yl]- 

amide; 

piperidiiM^l-carboxylic acid [3<5.Huoro-6-methyl-lH-benzoinrida2ol.2-yl)-lH-pyrazol-4-yl]^^^ 
25 i.[3.(5-fluoto-6-methyl-lH.benzoiinidazol-2-yl>lH-pyiazol-4-yl]-3-meA^^^ 

moipholine.4-catbo;Qrlic acid [3<5.fluoro-6-methyl-lH-beiizoinuda2»l-2-yl)-lH-pyrazol-^yl]-^^^ 
4-iTiethyl-pipera2ine-l-carboxylic acid (3-(5-fluoro-6.methyl-lH.benzoiinidazol-2-yl)-lH.pyrazol4. 
yl]-amide; 

l-nietliyl-3-[3-(5-tiMuotomethyl-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-urea;^ 
30 i.[3^5.cWoro-6-methyl-lH-ben2oiinidazol-2-yl)4H-pyrazol-4-yl]-3-me1hyi™ 

4-methyl-piperazine-l-carboxylic acid [3K5-cmoro-6-methyl-lH-benzoiinida2ol-2-yl)-lH-pyra2ol-4. 

yl]-amide; 

l-tert-butyl-3-[3K5.6-dimethyl4H-benzoiiiudazol-2-yl)-lH-pyrazol-4-yl]^^^^ 
l-[3-(5,6HiimethyHH-benzoimidazol-2-yl)-lH-pyrazol4-yl]-3-ethyl-urea; 
4-methyl-piperazine-l-carboxyUc acid l3-(5.6-dimethyl.lH-ben2oimidazol-2-yl)-lH-pyrazol^yl]- 

amide; 
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l-cyclopropyl-3-[3-(5,6Klimethyl4H-ben2oimidazol-2-yl)-iH-^ 

3-[3-(5,6-dimethyl4H-benzoiimdazol-2-yl)-lH-pymol4^^^^ 

l-[3<5,6-dimethyl4H-ben2oiinidazol-2-yl)-lH-pyrazoM-yl]-3-^^^^ 

1- cyclopropylmethyl-3-[3-(5,6-dimethyl-lH45enzoiim 

5 3.[3-(5,6-dimethyl-lH-ben2oimidazol-2.yl)-lH-pyrazol^^ 

2<lH-indazol-3-yl)-lH-benzoimidazole-5-caAoxylicacid^(^^^^ 

2<lH-mdazol-3-ylVlH-benzoimidazole-5-carboxylic acid (pyridin-2-ylmethyl)-amide; 

N-[2<lH-inda2ol-3-yl>lH-beiizoimidazol-5-yl]-isobutyram 

N-[3-(5,6-dimetfayl-lH.ben2oiimdazol-2-yl)-lH-pyra2ol^^^ 
10 2-(lH-inda2ol-3-yl)-lH-benzimidazole-5-carboxjdic acid N-morpholinoamide; 

2KlH.indazol.3-yl)-lH.benziimda2ole-5-carboxylic acid N-(lSr.methylpipera2ino)anude; 

2- (lH-indazol-3-yl)-lH-ben2imidazole-5-carboxylic acid N-pyrrolidinoamide; 
2-(lH-inda2ol-3-yl>lH-beiizimida2ole-5-carboxylic acid N-(isobutyl)amide; 
2-(lH-indazol-3-yi)-lH-benzimida2ole-5-carboxylic acid N-(cyclohexylmethyl)amide; 

15 2-(lH-inda2ol-3-yl)-lH-benzimidazoie-5-carboxylic acid N-(2-furfuryl)ainide; 

2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-benzyl-N-methylaoiide; 
methyl 2<iH4adazol~3-yl)-3H-benziinidazole-5- carboxylate; 

5,6^iniethyl-2-(l H-indazol-3-yl)-lH-benzimidazole; 

2-{lH-indazol-3-yl)-3H-beTizimidazole-4-carboxylicacid; 
20 2-(5-«thoxy-2H-pyrazol-3-yl)-lH-benzimida2ole-4-carboxylicacid; 

5,6-dimethyl-2K5-methyl-2H-pyrazol-3-yl)-lH-benziniidazole; 

5,6-dimethyl-2H5-thiophen-2-yl-2H-pyrazol-3-yl)-lH-bei^ 

2-(4-bromp-2H-pyrazol-3-yl>5.6^methyl-lH-beiizimida^^ 

2-(5-ethyl-2H-pyrazol-3-yl)-5,6-dimethyl-lH-benzimidazole; 
25 2-(5-ethyl-2H-pyrazol-3-ylH,5-€thylenedioxy-lH-benzimi^^ 

2-(5-ethyl-2H-pyrazol-3-yl)-5-methoxy-lH-ben2imidazole; 

2<5-ethyl-2H-pyrazol-3-ylH-hydroxy-lH-benzimidazole 

2-(5-e%l-2H-pyrazol-3-yl)-5-bromo-lH-benziimdazole; 

and the corresponding N-oxides, and their prodrugs; and phannaceutically acceptable salts an 
30 (e.g. hydrates) of such coir^ounds and their N-oxides and prodrugs. 

Particularly preferred compounds of formula (Ixa) of the invention for the inhibition of SYK 
2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid benzylamide. Example 1; 
2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-methylamide, Example 2; 
35 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-ethylamide, Example 3; 

2-(lH-indazol-3-yl>lH-benzimidazole-5-carboxylic acid N-isopropylamide, Example 4; 
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2-<lH-indazol-3-yl)-lH-ben2imidazole-5-carboxylic acid N-phenylamide, Example 5; 
2<lH-indazol-3-yl)-lH-benzimida2ole-5-carboxylic acid N-phenethylamide, Example 6 
5,6-dimethyl-2-(5-methylsulfanyl-lH-pyrazol-3-yl)-IH-benzoimidazole, (compound denoted as 
A9-B9), Example 230(a); 

5 6-chloro-2<5-methylsulfanyl-lH-pyrazol-3-yl)-5-methyl-lH45enzoimida^ (compound denoted as 
A12-B9), Example 230(b); 

6-chloio-2-<5-ethylsulfanyl-lH-pyrazol-3-yl)-5-methyl-lH-benzon^ (compound denoted as 
A12-B10), Example 230(c); 

2-<5-methylsulfanyl-lH-pyrazoI-3-yl)-5-trifluoromethyl-lH-ben2oimida2ole, (compound denoted as 

10 A4-B9). Example 230(d); 

2<5-cyclopropylmethyIsulfanyl4H-pyi:a2olO-yl)-5,6-dimethyl-lH-ben2oi^ (compound 

denoted as A9-B1 1), Example 230(e); 

2- (5-ethylsulfanyl-lH-pyra2ol-3-yl)-5,6-dimethyl-IH-benzoimid^ (compound denoted as A9-B10), 
Example 230(f); 

15 3-(l,5,6 j4etrahydro-l,3-dia2a-s-indacen-2-yl)-lH-pyra2ole-4-carboxyU^ acid cyclopropylamide, 
Example 235(ah); 

3- (5-methoxy-6-methyl-lH-ben2oimidazol-2-yl)-lH-pyrazole-4-<:arboxylicacidisopropylan^ 
Example 235(ai); 

3-(5,6-dimethyl- lH-benzoiraidazol-2-yl)-lH-pyrazole-4-carboxyIic acid (2-methoxy-etIiyl)-amide, 
20 Example 23 5(ak); 

3-(5,6<limethyl-lH-benzoinudazol-2-yl)-lH-pyrazole-4-carboxylic acid propylamide. Example 

235(al); 

3-(5,6Kiimethyl-lH-ben2oiniida2»l-2-yl)-lH-pyrazole-4-carboxyU^ acid (tetrahydro-pyran-4-yl)-amide, 
Exanq)le 235(am); 

25 3-(5-difluoromethoxy-lH-benzoimidazol-2-yl)-lH-pyra2ole-4-carboxylic acid isopropylamide. 
Example 235(ao); 

3-(5-difluoromethoxy-lH-ben2»imida2ol-2-yl)-lH"pyra2ole-4-carbo^^^ acid cyclopropylamide. 
Example 235(ap); 

3-(6-ethyl-5-methoxy-lH-benzoindda2ol-2-yl)-lH-pyra2ole-4K:aAox5^^ acid isopropylamide, 
30 Exaniple235(aq); 

2- (5-isopropyl-lH-^)yrazol-3-yl)-5,6Kiimethyl-lH-benzoimida2ole, (compound denoted as A9-B83), 

Example 241(b); 

3- (5,6-dimethyMH-benzoimidazol-2-yI)-lH-pyrazole-4-carboxylic acid isopropylamide, (compound 
denoted as A9-B106), Example 246(g); 

35 3-<5,6-dimethyl-lH-benzoimidazol-2-yl>-lH-pyra2ole-4-carboxylic acid (2-hydroxy-l,l-dimethyl- 
ethyi)-amide, (compound denoted as A9-B25), Example 246(h); 
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2- (4-isopropyIcarbamoyl- lH-pyrazolO-yI)-lH-benzoiinidazole-5<arboxylic acid (pyridin-3ry Imethyl)- 
amide, (compound denotwl as A40-B 1 06), Example 246(i); 

3- (5,6-<limethyl-lH-benzoimidazol-2-yl)-5-methyl-lH-pyrazole-4-carboxy 
(compound denoted as A9-B105), Example 246(j); 

2- (4-isopropylcarbamoyl-iH-pyra2ol-3-yI)-lH-benzoimidazole-5-carboxylic acid phenybnethyl-amide, 
(compound denoted as A17-BI06), Example 246(lc); 

3- (5, 6-dimethyl-lH-berizoimidazol-2-yl)-lH-pyrazole-4-carbox^^^ acid isobutyl-amide, Example 
246(v); 

3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazole-4-carboxylic acid isopropylamide, Exanq)le 
246(w); 

3-(5,6-dimethyl-iri-benzoimidazol-2-yl)-lH-pyrazole-4-carboxylic acid cyclopropylmethyl-amide, 
Example 246(x); 

3-(5,6-dimethyl-lH-benzoimida2ol-2-yl)-5-methyl-lH-pyrazole-4-carboxylic acid tert-butylamide, 

Example 246(y); 

2-(4-isobutyrylamino-lH-pyra2ol-3-yl)-IH-benzoimidazole-5-carboxylic acid benzylamide. Example 
246(aa); 

N-[3-(5,6-dimethyI-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-isobutyramide, (compound denoted as 
A9-B85), Example 248(a); 

N-[3-(5,6-dimethyl-lH-beiizoimidazol-2-yl)-lH-pyra2ol-4-yl]-3-methyl-butyramide, (compound 
denoted as A9-B86), Example 248(b); 

N-[3-(5,6-dimethyl-l H-ben2oimida2ol-2-yl)-l H-pyrazol-4-yl]-2-phenyl-acetamide, (compound denoted 
as A9-B36), Example 248(c); 

cyclopropanecaiboxylic acid [3-(5,6-dimethyl-lH-benzoimida2ol-2-yl)-lH-pyra2ol-4-yl]-amide, 
(compound denoted as A9-B89), £xan:q)le 248(d); 

methoxyacetic acid [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-amide, (com|)Ound 
denoted as A9-B94), Example 248(e); 

cyclopentanecarboxylic acid [3-(5,6-dimethyl-lH-ben2oimida2ol-2-yl)-lH-pyrazol-4-yl]-amide, 
(compound denoted as A9-B87), Example 248(f); 

trimethylacetic acid [3-(5,6-dimethyHH-ben2oimidazol-2-yl)-lH-pyrazol-4-yl]-amide, (compound 
denoted as A9-B88), Example 248(g); 

/e/'/-butylacetic acid [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide, (compoimd 
denoted as A9-B90), Example 248(h); 

butanoic acid [3-(5,6-dimethyl-lH-benzoimida2ol-2-yl)-lH-pyrazol-4-yl]-amide, (compound denoted 
as A9-B91), Example 248(i); 

isoxazole-5-carboxylic acid (3-<5,6-dimethyl-lH'-benzoimida2ol-2-yl)-lH-pyrazol-4-yl]-araide, 
(compound denoted as A9-B96), Example 248G); 
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S(+)-2-methylbutanoic acid [3-<5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-am^ 
(compound denoted as A9-B93), Example 248(k); 

cyclopropanecarboxylic acid [3-(5-ethyl-6-methyl-lH-benzoimida2ol-2-yl)-^ 
(compound denoted as A55-B89), Example 248G); 
5 piperidine-l-carboxylic acid[3-(6-chloro-5-methoxy-lH-ben2oimidazol-2-yl)-lH-pyrazol-4-yl3-am 
Example 248(m); 

3-[3-(6-chloro-5-metho>r/-lH-benzoimida2ol-2-yl)-lH-pyrazol-4-yI]-l,l-^^ 
248(n); 

cyclopropanecarboxylic acid [3-(5-methoxy-lH-benzoimidazoI-2-yl)-lH-pyrazol-4-yI]-amide, Exan^le 
10 248(0); 

cyclopropanecarboxylic acid [3-(5-ethoxy-lH-benzpimidazoI-2*yl)-lH-pyrazol-4-yl]-amide, Example 
248(p); 

cyclopropanecarboxylic acid [3-(5-fluoro-6-methyl-lH-benzoimida2oI-2-yl)-lH-pyrazol-4-yl]-amide, 
Example 248(q); 

15 cyclopropanecarboxylic acid [3-(5-trifluoromethoxy-lH-ben2oimidazol-2-yl)-lH-pyra2ol-4-yl]-amide, 
Example 248(r); 

cyclopropanecarboxylic acid [3-(5-trifIuoromethyl-lH-ben2oimidazol-2-yi)-lH-pyrazol-4-yl]-aniide, 
Example 248(s); 

N-[3-(5-trifluoromethyl-lH-ben2oiimda2ol-2-yl)-iH-pyrazol«4-yl]-isobxityran^ Example 248(t); 
20 cyclopropanecarboxylic acid [3-(5-chloro-6-methyHH-ben2oimida2ol-2-yl)-lH-pyra2oM-yl]-aniide, 
Example 248(u); 

395-dimethy]-isoxazole-4-carboxylic acid [3-(5,6-dimethyl-lH-benzoimidazol-2-yl}-lH-pyrazol-4-yl]- 
amide, Exaxxq)le 248(v); 

N-[3-(5,6-dimethyI-lH-benzoimida2ol-2-yI)-lH-pyra2ol-4-yl]-acetamide, Example 248(w); 
25 - iuran-3-<arboxylic acid [3-(5-chloro-6-m6thyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4*yl]-amide, 
Example 248(x); 

N-[3-<5,6-dimethyl-lH-benzoinudazol-2-yl)-lH-pyrazol-4-yl]-4-methyl-benzanii Example 248(y); 
N-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyi:a2ol-4-yl]-2-morpholin-4-y (compound 
denoted as A9-B99), Example 253; 
30 N-[3-(5,6-dimethyl- lH-ben2X>imidazol-2-yl).lH-pyra2ol-4-yl]- 2-<lH-l A3,4-tetraa2oH-yI)-acetamide, 
(compound denoted as A9-B97), Example 254(a); 

N-[3-(5,6-dimethyl-IH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-isomcotinarm^ Example 254(b); 

2-<:yclopropyl-N-[3<5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl3-acetanri 

254(c); 

35 l-[3-(5,6-dimethyl-lH4)enzoimidazol-2-yl)-lH-pyrazol-4-yl]-3-methyI-urea, (compound denoted as 
A9-B38), Example 255(a); 
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l-[3<5,6-<iiraethyl-lH-beiizoiinidazol-2-yl)-lH-pyra2ol-4-yl]^^ (compound denoted as 
A9-B 1 03), Example 255(b); 

l-[3<5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-3-phen (compound denoted as 

A9-B40), Example 255(c); 
5 l-ben2yl-343-(5,6-dimethyl-lH-ben2oiniidazol-2-yl)-lH-pyra2oM-yl]^ (confound denoted as 

A9-B39), Example 255(d); 

cyclopropanecarboxylic acid[3-(5-etlioxy-^thyl-lH-ben2oimidazol-2-yl>-lH-pyrazoM-^^^ 
Example 256(a); 

4-methylpipera2ine-l-carboxylic acid[3<l,5A7-tetrahydro-13-dia2a-s-indacen-2-yl)-lH-pyrazol^ 

10 yl]aniide. Example 256(c): 

l,l^mediyl-3-[3<l,5,6,7-tetrahydro-s-indacen-2-yl)-lH-pyra2ol-4-^^^ Exan5)le 256(d); 
cyclopropanecarboxylic acid [3<6-ethoxy-5-£hioro-lH-benzimidazol-2-yl>lH-pyrazol-4-yl]amide, 
Exanaple 257(a); 

tetrahydropyran-4-carboxyIic acid [3-(6-etho?Q^-5-fluoro-lH-ben2imidazol-2-yl)-lH-pyrazole-4- 

15 yl]amide. Example 257(b); 

morpholine-4-carboxylicacid[3-(6-ethoxy-5-fluoro-lH-benzimidazol-2-yl)-IH-pyra^ 

Example 257(c); 

piperidine-4-carboxylicacid[3-(6-^thoxy-5-fluoro-lH-benzimidazol-2-yl)-lH-^^ 
Example 257(d); 

20 346-ethoxy-5-fluoro-lH-ben2imidazol-2-yl)-lH-pyrazol-4-yl]-l,l-diethylurea, Example 257(e); 

moipholine^-carboxylic acid [3<5,6-dimethyl-lH-benzoiniidazol-2-yl)-lH-pyrazol-4-yhnethyl]-«mid 
Exan^)le 257(g); 

3-[3-(5-difluoiomethoxy-lH4K5n2oinddazol-2-yl)-lH-pyrazol-4-yl]-l,l^ Example 257(h); 

piperidine-l-carboxylic acid [3-<5-difluoromethoxy-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-^m^ 
25 Example 257(i); 

cyclopropanecarboxylic acid [3-(6-chloro-5-metiioxy-lH-benzoimidazol-2-yl)-lH-pyra2oM-yl]-anude 
Exan^le 258(a); 

cyclopropanecarboxylic acid [3-(I,5,6,74etrahydro-l,3-diaza-s-indacen-2-yl)-lH-pyrazol-4-yl]a^ 
Example 258(b); 

30 moipholineH4-carboxylic acid[3<l,5A7'^etrahydro4,3-<iiaza-s-indacen-2-yl)-lH-pyra2ol-4-yl]-^ 
Exan5)le 258(c); 

piperidine-l-carboxylic acid [3K5-methoxy-lH-benzoinudazol-2-yl)-lH-pyrazol-4-yl]-aniide, Example 
258(d); 

3-[3-(5-methoxy-lH-benzoimidazol-2-yI)-lH-pyra2ol-4-yl]-l,l-dimethyl-i^ Example 258(e); 
35 piperidine-l-carboxylic acid [3-(5-ethyl-6-methyl-lH-benzoimidazol-2-yl)-lH-pyrazoM-yl]-amide, 
Example 258(f); 
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3- [3-(5-fluoro-^-me%l-lH-benzoiinidazol-2-yl)4H-pyra2X)l-4-y^^ 

morpholme-4-carboxylic acid [3<54rinuoromethyl-lH-ben2oimida2ol-2-yl)-lH-pyra2ol-4-yl]-^ 
Example 258(h); 

morpholine-4-carboxylic acid [3-(5,6-dime%l-lH-ben2oinridazol-2-yl)-lH-pyrazol-4-yl]-amide, 
5 Example 258(n); 

piperidine-l-carboxylic acid [3K5,6Kiimethyl-lH-beiizoimidazol-2-yl>lH-pyra2oM-yl]^ 
Example 258(o); 

l-cyclopropylO-[3<5-ethyl-6-methyl4H-beiizoimida2ol.2.yl>lH^y^ Example 260(a); 

l-[3-(5-ethyW-methyl-lH-benzoimidazol-2-yl)4H-pyra2ol4-yU Example 260(b); 

10 4-methyl-piperazine-l-carboxylic acid [3K5-ethyW-methyl-lH-ben2oimidazol-2-yl)-lH-pyrazol-4-^^ 
amide. Example 260(c); 

piperidine-l-carboxylic acid [3-<5-fluoro-6-methyl4H-ben2oimidazol-2-yl)-lH-pyrazol-4-yl]-^ 
Example 260(d); 

l-[3<5-fluorO"6-methyl-lH45en2oimidazol-2.yl)-lH-pyrazol^^^ Example 260(e); 

15 morpholine-4-carboxylic acid [3<5-fluoro-6-methyl4H-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-am 
Example 260(f); 

4- methyl-piperazine-l-carboxylic acid [3-(5-fluoro-6-methyl-lH-benzoimidazol-2-yl)-lH-pyi:a2ol-4- 
yi]-amide. Example 260(g); 

1- methyl-3-[3-(5-trifluoromethyl-lH-benzoimidazol-2-yl)-lH-pyrazoi-4-^^^ 260(h); 
20 l-[3-(5K;Woro-6-methyI-IH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-3-m^^ Example 260(i); 

4-methyl-piperazine- 1 -carboxylic acid [3<5-chloro-6-methyl-lH-benzoimidazol-2-yl)-lH-pyTazol-4- 
yi]-araide. Example 260(j); 

l4ert43iityi-3-[3<5,6-dimethyl-lH-benzoimida2ol-2.yl)-lH-pyrazo^^^ Example 260(k); 

H3<5,6Hiimethyl4H-benzoimidazol-2-yl)-m-pyiazol4-yy 
25 4-methyl-pipeiazine-l -carboxylic acid [3-(5,6Kiimethyl-lH-benzoimida2ol-2-yl)-lH-pyrazol-4-yl]- 
amide. Example 260(m); 

l^clopropyl-3-[3-(5,6-dimethyl-lH-ben2oimida2ol-2-yl)-lH-pyrazol-^^ Example 260(ii); 
3-[3<5,6-dime%l-lH-benzoimidazol-2-yl)-lH-pyrazol4-yl]-14-di^ Exzxnple 260(o); 

143-(5,6-dime%l-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-3-isobutyl^^ Example 260(p); 
30 l-cyclopropylme%l-3-[3<5,6-dimethyl-lH-benzoiinidazo^ Example 
260(q); 

3-[3-(5,6-dimethyHH-benzoimidazol-2-yl)-lH-pyrazol^yl]- 1 , 1 -dimethyl-urea. Example 258(r); 

2- (lH-Inda2ol-3-yl)-lH-beDZoimidazole-5-carboxylic acid (2-piperidin-l-yl-ethyl)-amide, Example 
246(ab); 

35 2-(lH-Inda2ol-3-yl)-lH-benzoimidazole-5-carboxylic acid (pyridiii-2-ylmetfayl)-amide, Example 
246(ac); 
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N-[3<5,6-DimethyU.lH-benzoimida2ol-2-yl)4H-pyi:a2ol-4-y 
253(c); 

and the corresponding N-oxides, and their prodrugs; and pharmaceutically acceptable salts and solvates 
(e.g. hydrates) of such compounds and their N-oxides and prodrugs. 

5 

Especially preferred compounds of formula (Ixa), deaoted as the product of the combination of group 
Al in Table 1 andBl in Table 2, of the invention for the inhibition of SYKare:- 
3-(l,5,6,7-tetrahydro-l,3-diaza-s-indacen-2-yl)-lH-pyra2ole-4-carboxylic acid cyclopropylamide. 
Example 235(ah); 

10 3-(5-methoxy-6-methyl-lH-beri2oimida2ol-2-yl)-lH-pyrazole-4-carboxylic acid isopropylamide. 
Example 235(ai); 

3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazole-4-carboxylic acid (2-methoxy-ethyl)-amide, 
Example 235(ak); 

3-(5,6-dimcthyl-lH-ben2oinaida2ol-2-yl)-lH-pyrazole-4-carboxylic acid propylamide, Exanople 
15 235(al); 

3-(5,6-dimethyl-lH-benzoimida2ol-2-yl)-lH-pyrazole-4-carboxylic acid (tetrahydro-pyran-4-yl)-amide, 
Example 23 5(am); 

3-(5-difluoromethoxy-lH-ben2oimidazol-2-yl)-lH-pyrazole-4-carboxylicacid isopropylamide. 
Example 235(ao); 

20 3-(5-difluoromethoxy-lH-benzoimidazol-2-yl)-lH-pyrazole-4-carboxylicacid cyclopropylarnide. 
Example 235(ap); 

3"(6-ethyI-5-methoxy-lH-benzoimidazol-2-yl)-lH-pyrazole-4-carboxylic acid isopropylamide, 
Exan:q)le 235(aq); 

3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazole-4-carboxylic acid isopropylamide, (compound 
25 denoted as A9-B106), Example 246(g); 

3-(5,6-dimethyl-l H-ben2oimidazol-2-yl)-lH-pyrazole-4-carboxylic acid (24iydroxy-l,l-dimethyl- 
ethyl)-amide, (compound denoted as A9-B25), Example 246(h); 

2-(4-isopropylcarbamoyl-lH-pyrazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (pyridin-3-ylmethyl)- 
amide, (compound denoted as A40-B 106), Exaniple 246(i); 
30 3-(5,6-dimethyI-l H-benzoimidazol-2-yl)-5-methyl-lH-pyna»le-4-carboxylic acid cyclopropylamide, 
(compound denoted as A9-B105), Example 246(j); 

2- (4-isopropylcarbamoyl-lH-pyrazol-3-yl)-lH-benzoimidazole-5-carboxylic acid phenylmethyl-amide, 
(compound denoted as A17-B106), Exan^^le 246(k); 

3- (5, 6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyra2ole-4-carboxylic acid isobutyl-amide, Example 
35 246(v); 
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3-(5,6Hiiinethyl-lH-benzoimidazol-2--yl)-lH-pyrazole-4-carboxylic acid isopropylamide, Example 
246(w); 

3-(5,6-dimethyl-lH-benzoiimdazol-2-yl)-lH-pyi:azole^ acid cyclopropylmethyl-amide. 

Example 246(x); 

5 3-<5,6-dimethyl-IH-benzoimida2ol-2-yl)-5-methyl-lH-pyra2ole-4K:a^ acid tert-butylamide. 

Example 246(y); 

2-(4-isobutyi7lamino-lH-pyiazDl-3-yl}-lH-4)enzoimidazole-S-cazboxylic acid benzylamide, Example 
246(aa); 

N-[3'<5,6-dimethyl-lH-tenzoimidazol-2-yl>lH-pyra2ol-4-yI]-isobu (con^wund denoted as 

10 A9-B85X Example 248(a); 

N-[3-<5,6-dimethyl-lH4)en2oimidazol-2-yl)-lH-pyrazoI-4-yl]-3-me&^^ 
denoted as A9-B86), Example 248(b); 

cyclopropanecarboxylic acid [3-<5,6-dimethyl-lH-benzoiniidazol-2-yl)-lH-pyrazol-4-yl]-aniide, 
(compound denoted as A9-B89), Example 248(d); 
15 methoxyacetic acid [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide, (compound 
denoted as A9-B94), Example 248(e); 

cyclopentanecarboxylic acid [3-(5,6-dimethyl-lH--benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide, 
(compound denoted as A9-B87), Example 248(f); 

trimethylacetic acid [3-(5,6Kiimethyl-IH-benzoimidazol-2-yi)-lH-pyrazol-4-yl]-amide, (compound 
20 denoted as A9-B88), Example 248(g); 

/ert-butylacetic acid [3-(5,6-dimethyl-lH-benzoimidazol-2-yI)-lH-pyrazol-4-yl]-amide, (confound 
denoted as A9-B90), Exan^le 248(h); 

butanoic acid [3-(5,6-dimethyl-lH4)enzoimidazol-2-yl)-lH-pyra2ol-4-yl]-amide, (compound denoted 
as A9-B91), Exanq)le 248(i); 
25 isoxazole-5-carboxyIic acid [3-(5,6Hiimethyl-iH-ben2oinMda2ol-2-yl)-lH-pyra2ol«4«-yl]-amide, 
(compound denoted as A9-B96), Example 248(j); 

S(+)-2-methylbutanoic acid [3-(5,6-dimethyl-lH-benzoinaidazol-2-yl)-lH-pyrazol-4-yl]-amide, 
(compound denoted as A9-B93), Example 248(k); 

cyclopropanecarboxylic acid [3<5-ethyl-6~methyl-lH-ben2oinuda2ol-2-yl>lH-pyra2ol-4-yl]-amide, 
30 (compound denoted as A55-B89), Example 248(1); 

piperidine-l-carboxyUcacid[3-(6-^hloro-5-methoxy-lH-benzoimidazoI-2-yl)-l^ 
Exanqjle 248(m); 

343-(6-cUoro-5-methoxy-lH-ben2oimidazol-2-yl)-lH-pyrazol-4-yl]4,l-dimeA^^ 
248(n); 

35 cyclopropanecarboxylic acid [3-(5-methoxy-lH-benzoimidazol-2-yi)-lH-pyia2ol-4-yl]-amide, Example 
248(0); 
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cyclopropanecarboxylic acid [3<5-«thoxy-lH-benzoirnidazol-2-yl)-lH-pyra2ol-4-yl]-ainide, Example 
248(p); 

cyclopropanecarboxylic acid [3-(5-fluoro-6-methyl-lH"benzoimidazol-2-yl)-lH-pyrazol-4-yl]-a^ 
Example 248(q); 

5 cyclopropanecarboxylic acid [3--(5-trifluoromethyl-lH-benzoimida2ol-2-yl)--lH-pyrazol-4-yl]-amide, 
£xaiiq)le 248(s); 

N-[3<5-trifhioromethyl-iH-benzoiraida2ol-2-yl^^ Example 248(t); 

cyclopropanecarboxylic acid [3-<5-chloro-6-methyl-lH4>enzoimidazol-2-yl)-lH-i)yrazol-4-yl]-amide, 
Example 248(u); 

10 3,5-dimethyl-isoxa2ole-4-carboxylic acid [3-(5,6-4imethyi-lH-beD2oimida2ol-2-yl)-lH-pyra2oI-4-yl]- 
amide, Example 248(v); 

furan-3-carboxylic acid [3-(5K:Moro-6-methyl-lH-beiizoimidazol-2-yl)-lH-pyra2X)l-4-yl]'amide 
Example 248(x); 

N-[3-(5,6-<iimetliyl- 1 H-benzoimidazol-2-yl)- lH-pyra2ol-4-yl]-2-morpholiii-4-yl-acetanude, (conipound 
15 denoted as A9-B99), Example 253; 

N-[3-{5,6-dimethyl-lH-benzoimida2ol-2-yl)-lH-pyra2ol-4-yl]- 2-(lH-l,2^,4-tetraazol-l-yl)-acetamide, 
(compound denoted as A9-B97), Example 254(a); 

N-[3-(556Kiimethyl-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]"isonicotinarnide; Example 254(b); 
2K;yclopropyl-N-[3-(5,6-^imethyi-lH"benzoimidazol-2-yl)-lH-pyrazol-4-yl]-acetanu 
20 254(c); 

l-[3-(5,6-dimethyl-lH-benzoimida2ol-2-yl)-lH-pyrazoM-yl]-3-methyl-urea, (compound denoted as 
A9-B38), Example 255(a); 

l-[3-<5,6-dimethyl-lH-ben2oimida2ol-2-yl)-lHi)yrazoM-yl]-3-isopropyl-urc^ (compound denoted as 
A9-B103), Example 255(b); 
25 H3-<5,6-dimethyl-lH-ben2oinaidazol-2-yl)-lH-pyra2ol-4-yl]-3-phenyl-urea, (compound denoted as 
A9-B40), Example 255(c); 

l-benzyl-3-[3'<5,6-<iimetfayl-lH-benzoimida2ol-2-yi)-lH-pyn^ (compound denoted as 

A9-B39), Example 255(d); 

cyclopropanecarboxylic acid(3-<5-ethoxy-^-«thyl-lH-benzoimidazol-2-yl)-lH-^yrazol-4-yl]anM 
30 Example 256(a); 

4-metliyipiperazine-l-carboxylic acid [3-(l,5,6,7-tetraliydro-l,3-diaza-s-indacen-2-yl)-lH-pyrazol-4- 

yl]amide, Example 256(c); 

1 4-dimethyl-3-[3-(l,5,6,7-tetrahydro-s-indacen-2-yl>lH-pyrazol-4-yl]urea, Example 256(d); 
cyclopropanecarboxylic acid [3-(6-ethoxy-5-fluoro-lH-ben2iffiida2ol-2-yl)-lH-pyra2ol-4-yl]amide, 
35 Example 257(a); 
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tetrahydropyran-4K:arboxylic acid [3-(6-ethoxy-5-fluoro-lH-benzimid 
yl]amide. Example 257(b); 

morpholine-4-carboxylic acid[3-(6-ethoxy-5-fluoro- lH-ben2imidazol-2-yl)-lH-pyi:azol-4-yl]am 
Example 257(c); 

5 piperidine-4-carboxylic acid[3-(6-ethoxy-5-fluoro-lH-benzimida2ol-2-yI)-lH-pyrazol-4-yI]amide, 
Example 257(d); 

3-[6-ethoxy-5-fluoro-lH-ben2imida2oI-2-yl)-lH-pyrazol-4-yl]-l,l-die^^ Exaii:q>Ie 257(e); 
343-(5-<iifluoromethoxy-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-l J-die&^ Example 257(h); 
piperidine-l-carboxylic acid [3-<5-difluorometho)q^-lH-benzoimdazol-2-yl)-lH-pyrazol-4-yl]-am 
10 Example 257(i); 

cyclopropanecarboxylic acid [3-(6-chlo!X)-5-methoxy-lH-benzoimidazDl-2-yl)-lHi)yrazol-4-yl]-^ 
Example 258(a); 

cyclopropanecarboxylic acid [3-(l,5,6,7-tetrahydro-l,3-diaza-s-indacen-2-yl)-lH-pyra2ol-4-yl]amide, 
Example 258(b); 

15 morpholine-4-carboxylic acid[3-(l,5,6,7-tetrahydro-l,3-<iia2a-s-indacen-2-yl)-lH-pyrazol-4-yl]-amide, 
Example 258(c); 

piperidine-l-carboxylic acid [3-(5-methoxy-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide, Example 
258(d); 

3-[3-(5-methoxy-lH-beii2oimida2ol-2-yl)-lH-pyrazol-4-yl]-l , l-dimethyl-urea, Example 258(e); 
20 piperidine-l-carboxylic acid [3-(5-ethyl-^-methyl-lH-ben2oimidazol-2-yl)-lH-pyrazol-4-yl]-amide, 
Example 258(f); 

3- [3-(5-fluoro-^methyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-l,l-<U^ Example 258(g); 
morpholine-4-carboxyIic acid [3-(5-trifluoromediyl-lH-benzoirnidazol-2-yl)-lH-pyrazol-4-yl]--amide, 
Example 258(h); 

25 morpholine-4-carboxylic acid [3-(5,6-dimethyl-lH-benzoimidazol-2-*yl)-IH-pyrazol-4-yl]-amide, 
Example 258(n); 

piperidine-l-carboxylic acid [3-(5,6-dimethyl-lH-benzoiinidazol-2'^yl)-lH-pyrazol-4-yl]-aniide, 
Example 258(o); 

lK:yclopropyl-3-[3-(5-ethyl-6-methyl-lH-ben2oimidazol-2-yl)-lH-pyra2ol-4-yl]-iirea, Example 260(a); 
30 l-[3-(5-ethyl-6-methyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-3-methyl-urea, Example 260(b); 

4- methyl-piperazine-l-carboxylic acid [3-(5-ethyI-6-methyHH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]- 
amide. Example 260(c); 

piperidine-l-carboxylic acid [3-(5-£luoro-6-methyl-lH-benzoimidazol-2-yl)-lH-pyra20l-4-yl]-amide, 
Example 260(d); 

35 l-[3-(5-fluoro-6-methyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-3-methyl-urea, Example 260(e); 
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moipholine^-carboxylic acid [3-{5-fluoro-6-methyl-lH-beiizoiimdazol-2-yl>lH-pyrazol-4-yl]-aimde, 
Example 260(f); 

l-methyl-3-[3-(5-tIifluo^)methyl-lH-benzoilmdazol-2-yl)-lH-pyrazol-4-yl]^M^ 
l.[3-(5-chloro^methyl-lHTbenzoimidazol-2-yl)-lH-pyrazol-4-yl]-3-methyl-TOea, Exanq)le 260(i); 
5 4-methyl-piperazine-l-carboxylic acid [3-(5-chloio-6-mefliyl-lH-benzoiiiiidazol-2-yl)-lH-pyra2ol-4. 
ylj-amide, Exaiiq)le 260Q); 

l.tert-butyl-3-[^(5,6-diinethyl-lH-ben2oimdazol-2-yl)4H-pyrazol-4-yl]-u^ Example 260(k); 
l.[3<5,6-dimethyl-lHWoiinidazol-2-yl)-lH-pyrazol-4-yI]-3-ethyl-iirea, Exiunple 2600); 
4-metbyl-piperazine-l-carboxyUc acid [3-(5,6-dimethyHH-benzoiimda2ol-2-yl)-lH-pyra2ol-4-yl]- 

10 amide, Example 260(m); 

lK5ydopropyl-3-[3-(5,6-dimethyl-lH-ben2oimidazol-2-yl)-lH-pyrazol-4-yl]-urea, Example 260(^^ 

3-[3<5,6-dimethyl-lH-benzoimidazol-2-yl)-m-pyrazoM-yl]-l,l-diethyl-inea, Example 260(0)^ 

l-[3<5,6-dimelhyl-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-3-isobutyl-urea, Example 260(p); 

l-cyclopropylmethyl-3-[3-(5,6-dimethyl-lH-beiizoimidazol-2-yl)-lH-pyra2ol-4-yl]-^ 

15 260(q);- 

3-[3-(5,6-dimethyl-IH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-l,l-dimethyl-urea, (compound denoted as 
A9-BI42), Example 258(r); 

and the corresponding N-oxides, and their prodrugs; and pharmaceutically acceptable salts and solvates 
(e.g. hydrates) of such compounds and their N-oxides and prodrugs. 

20 

More especially preferred compounds of formula (Ixa) of the invention for the inhibition of SYK are:- 
3<5-methoxy-6-inethyt-lH-benzoimidazol-2-yl)-lH-pyrazole-4.caiboxyUcaddisoprc^ylamide^ 

Exanq>le 235(ai); 

3-(l,5,6,7-tetrahydro-l,3-diaza-s-indacen-2-yl)-lH-i)yrazole4-carbo!xylic acid cyclopropylamide, 
25 Exanqile 235(ah); 

3.{5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazole-4-caibo)orUc acid (tetrahydro-pyian-4-yl)-amide. 
Example 23S(am); 

3.(5, 6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazole-4-carboxylic acid isobutyl-amide, Exan^le 
246(v); 

30 cyclopropanecarboxyHcacid[3-(5-ethoxy-6-ethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]amide. 
Example 256(a); 

l,l-dimethyl-3-[3-(l,5,6,7-tetrahydro-s-indacen-2-yl)-lH-pyrazol-4-yl]urea, Example 256(d); 
piperidine^<:arboxyUcacidt3-(6-ethoxy-5-fluoro-lH-benzimidazol-2-yl)-lH-pyrazol^yl]amidei 

Example 257(d); 

35 3-[6-ethoxy-5-fluoro-lH-benzimidazol-2-yl)-lH-pyrazoM-yll-l.l-diethylurea. Example 257(e); 
3-[3<5-difluoromethoxy-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yil-l,l-diethyl-urea,Exan^^ 
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piperidine4^:arboxylic acid [3<5Kiifluorometiioxy-lH-benzoimidazol-2-^^ 
Example 257(i); 

cyclopropanecarboxylic acid [3-(l,5 A7-tetrahydro43-<iiaza-s-ind^^ 
Example 258(b); 

5 piperidine4-carboxyUc acid [3-(5-metlioxy-lH-ben2oimidazol-2-yl)4H-pyrazol-4-yl]-a^ Example 
258(d); 

piperidine-l-carboxylic acid [3<5-«thyl-6-methyl-lH.beiizoiinida2ol-2-yl)-lH-pyrazol^yl]-^ 
Example 258(f); 

piperidine-l-carboxylic acid [3<5,6-dimelhyl-lH-ben2oimida2ol-2-yl>lH-pyra2oi-4^^^ 
10 Example 258(o); 

l<yclopropyl-3-[3<5-€&yl^methyl-lH-beiizoimidazol4-yl)-lH-pyM Example 260(a); 

piperidine-l-carboxylic acid [3-<5-fluoro-6-methyl-lH-beiizoimidazol-2-yl)-lH-pyra2ol-4.yl]-M^ 
Example 260(d); 

l.tert-butyW-[3H[5,6-dimethyl-lH-benzoimida2ol-2-yl)-lH-pyrazoM^^ Example 260(k); 
15 l^ycIopropyl-3-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl].^ Example 260(n); 
3-[3-<5,6-dimethyI-lH-benzoimidazol-2-yl>lH-pyrazol-4-yl]4,l-diethyl^^^ Example 260(o); 

1- cyclopropylmethyl-343-(5,6-dimethyI-lH~benzoimidazol-2-yl)-lH-pyra20^^^^ 

260(q); 

3-[3-<5,6-dimethyl-l H-beiizoimidazol-2-yl)-lH-pyrazol-4-yl]-l, 1 -dimethyl-urea. Example 258(r); 
20 and the corresponding N-oxides, and their prodrugs; and pharmaceutically acceptable salts and solvates 
(e.g. hydrates) of such compounds and their N-oxides and prodrags. 

Preferred compounds of formula (btb) of the invention for the inhibition of SYK are:- 
3-(lH-benzoimidazol-2-yl)-lH-indazole; 
25 3-(5-methoxy-lH-ben2oimidazol-2-yl)-lH-inda2ole; 

[2-(mdazol-3-yl)-lH-benzoimidazol-5-yl]-phenyl-^nethanone; 

2- (lH-indazol-3-yl)-3H-benzoimidazol-4-ol; 

3- (5,6^ethyl-lH-benzoiinidazol-2-yl)-lH-indazoie; 

2- (lH-inda2ol-3-yl)-3H-imidazo[4,5-c]pyridine; 
30 2-(lH-indazole-3-yl)-3H-imidazo[4,5-b]pyridine; 

3- <5,6'dimetliyHH-ben2oimidazol-2-yl)-5-methoxy-lH-indazole; 
3-(5,6-dimethyHH-'benzoimidazol-2-yl)-5-fluoro-lH-indazole; 
3-<5,6-dimethyl-lH-benzoimida2ol-2-'yl)-6-fluoro-lH-indazole; 
3-<5,6-dimethyl-lH-benzoimidazol-2-yl)-5-methyl-lH-indazole; 

35 3-(5,6-dimelhyM H-ben2oimidazol-2-yI)-6-methoxy-lH-indazole; 
3-(5-ethyl-lH-benzoumdazol-2-yl)-lH-indazole; 
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3-(5-ethyl-^-methyl-lH-benzoiinidazol-2-yl)-lH-inda2ole; 

3-(5-isopropyl-6-methyl-lH-benzoiinidazol-2-yl)-lH-mdazole; 

3-<5-bromo-6-methyl-lH-ben2oiinidazol-2-yl>lH-ind^ 

3-(5-bromo-l H-ben2oiniida2ol-2-yl)-lH-inda2ole; 
5 3-(5-{3-cyano)phenyl-lH-benzoimidazoU2-yl)-lH-indazoIe; 

3K5-(pyrid-3-yl>lH-beiizoiimda2ol-2-yl)-lH-mdazole; 

3-(6-methyl-5-phenyl-lH-benzoiniida2ol-2-yl)-lH-indazole; 

3-(5-phenyl- lH-benzoimidazol-2-yl)- LH-indazole; 

3-(5-(2-fluoro)phenyl-lH-benzoinudazoI-2-yl)-lH-mda2ole; 
10 3K5-{5,6-methylenedioxy)phenyl-lH-ben2oimidazol-2-yl)-lH-mdazole; 

3-(5.(2-methoxy)phenyl-lH-benzoimidazol-2-yl)-lH-iiida2ole; 

3^5-(4-chloro)phenyl-lH-benzoiinida2ol-2-yl)-lH-inda2ole; 

3-(5-(4-methyl)phenyl-lH-benzoiniidazol--2-yl)-lH-mdazole; 

3-(5-ben2yloxy-lH-benzoimidazol-2-yl)-lH-mdazole; 
15 3-(5,6-methyleiiedioxy- 1 H-ben2oimida2ol-2-yl)- 1 H-indazole; 

3-(5,6-dimethoxy- 1 H-benzoiniidazol-2-yl)- 1 H-indazole; 

3-(5,6-diethyl-lH-benzoimidazol-2-yl)-lH-indazole; 

2<lH-inda2ol-3-yl)-lH-benzoimtdazole-5-carbonitrile; 

3-(5-methoxycarbonyl-lH-benzoiinida2ol-2-yl)-lH-indazole; 
20 3-(5,6-dimethyl- lH-ben2oiinidaa>l-2-yl)-5-ethoxy-lH-indazole; 

3-[5<2-moiphobn-4-yl-€thoxy>lH-benzoimidazol-2-yl]-lH-indazole; 

3<5-ethyW-methyl-lH-benzoimidazol-2-yl)-lH-inda2»le-5-K^ 

3-(5,6Klimethyl-lH-4)enzoiimdazol-2-yl)-lH-kda2ole-5<^^ 

3-(5,6-<iimethyl-lH-benzoimida2ol-2-yl)-4-fluoro-lH-iridaTO 
25 3-(5,6Klimethyl-lH4)eiizoimidazol-2-yl)-5^:Moro-lH-ind^ 

3-(5-n-propyl-lH-benzoiimdazol-2-yl)-lH-indazole; 

2<lH-iadazol-3-yl)-lH-benzomiida2ole-5-sulfoiiic acid benzylamide; 

3-<5-methanesulfonyl-lH-benzoiinidazol-2-yl)-lH-mdazole; 

[2-<mdazol-3-yl)-lH-benzoimidazol-5-yl]-phenyl-methanol; 
30 [2-(mdazol-3-yl)-lH-benzoimidazol-5-yl]-carboxylic acid; 

[2<mda2ol-3-yl)-lH4)eiizoiinidazol-5-yl]-carboxylic acid, methylamide; 

[2-(inda2ol-3-yl)-lH-ben2oimidazol-5-yl]-carboxylic acid, dimethylamide; 

[2-(inda2ol-3-yl)-lH'-benzoimida2ol-5-yl]-carboxylic acid, isopropylamide; 

[2-(iiidazol-3-yl)-lH-benzoimidazol-5-yl]-carboxylic acid, benzylamide; 
35 [2-(iiidazol-3-yl)-lH-ben2oiiiiidazol-5-yi]-carboxyUc acid, benzamide; 

2-(lH-indazoU3-yl)-lH-benzoimidazole.5-carboxylic acid (pyridin-3^ylmethyl)-amide; 
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2-(lH-indazol-3-yl)-lH-benzoiniidazole-5-carboxylic acid 3-methyl-benzylamide; 
2-(lH-indazol-3-yl)-lH-ben2oimidazdle-5-carboxylic acid 4-methyl-benzylamide; 
2-(lH-indazol--3-yl)-lH-beii2oimida2ole-5-carboxylicacid [3-(2-oxo-pyrrolidm-l-yl)-propyl]-ainide; 
2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2-morpholin-4-yl-ethyl)-amide; 
5 2-(lH-indazol-3-yl)-lH-beiizoimidazole-5-carboxylic acid (2-methoxy-ethyl)-ainide; 
2-(lH-indazol-3-yl)-lH-ben2oimidazole-5-carboxylic acid (2-cyano-ethyl>-amide; 
2-(lH-indazol-3-yl)-iH-benzoiimdazole-5-caiboxylic acid (2-hydroxy-l,l-dimethyl-€thyl)-amide; 

2- <lH-Indazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid (3-imidazol-l-yl-propyl)-amide; 
3<5,6-dimethyl-lH-beiizoiimda2ol-2-yl)-iH-indazole-5-carboxyU acid dimethylamide; 

10 [2-(indazol-3-yl)-lH-benzoimidazol-5-yl]-carboxylic acid; 

3- (5-ethyW-methyl-lH-beiizoimidazol-2-yl)-lH-indazote-5-carboxylic acid amide dihydrochloride; 
and the corresponding N-oxides, and their prodrugs; and phannaceutically acceptable salts and solvates 
(e.g. hydrates) of such compounds and their N-oxides and prodrugs. 

15 Particularly preferred compounds of formula (Ixb), denoted as the product of the combination of groiq> 
Al in Table 1 and B 1 in Table 2, of the invention for the inhibition of SYK are:- 
3-(lH-benzoimidazol-2-yl)-lH-inda2ole, (compound denoted as A1-B63), Example 234(a); 
3-(5-methoxy-lH-benzoimidazol-2-yl)-lH-indazoIe, (compound denoted as A6-B63), Example 234(b); 
3-(5,6-dimethyl-lH-benzoimidazol"2-yl)-lH-indazole, (compound denoted as A9-B63), Example 

20 234(f); 

3-(5,6-dimethyl-lH-benzoimida2ol-2-yl)-5-methoxy-IH-indazole, (con^>ound denoted as A9-B68), 
Exan^le 235(b); 

3-(5,6-dimethyl-lH-ben2oimida2ol-2-yl)-5-fluoro-lH-indazole, (compound denoted as A9-B70), 
Example 235(d); 

25 3-(5,6-dimethyl-lH-benzoimida2ol-2-yl)-6-fluoro-lH-inda2ole, (compound denoted as A9-B71), 
Example 235(e); 

3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-5-methyl-lH*indazole, (compound denoted as A9-B64), 
Example 235(f); 

3-(5,6-dimethyl-lH-ben2oimidazol-2-yl)-6-nietho;<y-lH-indazole, (compound denoted as A9-B69), 
30 Example 235(g); 

3-(5-ethyl-lH-benzoimidazol-2-yl)-IH-indazole, (compotmd denoted as A27-B63), Example 235(i); 
3-(5-ethyl-6-methyHH-benzoimida2ol-2-yl)-lH-indazole, (compound denoted as A55-B63), Example 
235G); 

3-(5-isopropyl-6-methyHH-benzoimidazol-2-yl)-lH-indazoie, (compound denoted as A54-B63X 
35 Example 235(k); 
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3-(5-bromo-6-methyl-lH-ben2oimidazol-2-yl)-lH-indazole, (compound denoted as A58-B63), Example 
235(1); 

3-(5-bromo-lH-ben2oimida2ol-2-yl)-lH-indazoIe, (compound denoted as A32-B63), Example 235(m); 
3.(5-(3-cyano)phenyHH-benzoimidazol-2-yl)-lH-indazole, (compound denoted as A68-B63), 
5 Example 235(n); 

3-(5-(pyrid-3-yl)-lH-benzoimida2ol-2-yl)-IH-indazole, (compound denoted as A69-B63), Example 
235(o); 

3-(6-methyl-5-phenyl-lH-behzoimidazol-2-yl)-lH-mdazole, (compound denoted as A57-B63), 
Example 235(p); 

10 3-(5-phenyl-lH-benzoimidazol-2-yl)-lH-indazole, (compound denoted as A60-B63), Example 235(q); 
3-(5-(2-fluoro)phenyl-IH-ben20unidazol-2-yl)-lH-indazole, (conopound denoted as A65-B63), 
Example 235(r); 

3-(5-(3^4 .niethylenedioxy)phenyl-lH-benzoimidazol-2.yl)-lH-mdazole, (compound denoted as 

A66-B63), Example 235(s); 
15 3-(5-benzyloxy-lH-benzoimidazol-2-yl)-lH-inda20le, (compound denoted as A74-B63), Example 

235(w); 

3-(5,6-metbylenedioxy-lH-benzoimida2ol-2-yl)-lH-inda2ole, (compound denoted as A22-B63), 
Example 23 5 (x); 

3-(5,6-dimetho;Q'-lH-benzoimidazol-2-yl)-lH-inda2ole, (compound denoted as A23-B63), Example 
20 235(y); 

3-(5,6-diethyl-lH-benzoimidazol-2-yl)-lH-mdazole, (compound denoted as A56-B63), Example 
235(z); 

2- (lH-indazol-3-yl)-lH-ben2oimidazole-5-carbomtrile, (conqjound denoted as A33-B63), Example 
235(ab); 

25 3-(5-methoxycarbonyl-l H-benzoimidazol-2-yl)-lH-indazole, (compound denoted as A35-B63), 
Example 235(ac); 

3^5,6-dimethyl-lH-benzoimidazol-2-yl)-5-«thoxy-lH--inda2ole, (compound denoted as A9-B63), 
(compound denoted as A9-B 112), Example 235(ad); 

3- [5<2-moipholin-4-yl-^thoxy>lH-benzoinudazol-2-yl]-lH-mdazo Exsanple 235(aj); 
30 3.(5^thyl-6-methyl-lH-benzoimida2ol-2-yl)-lH-indazole-5-carbonitrile^ Example 235(an); 

3-(5,6-dimethyl-lH-benzoimidazol-2-yl)4H-mdazole-5-carbonitr^^ Example 235(ar); 
3-(5,6-dimethyl-lH4)enzoimidazol-2-ylH-fluoro-lH-indaz (compound denoted as A9-B110), 
Example 242(a); 

3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-5-chloro-lH-inda2ole, (compound denoted as A9-B109), 
35 Example 242(c); 
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3-(5-n-propyl-lH-ben2oimidazol-2-yl)-lH-indazole, (compound denoted as A28-B63), Example 
244(a); 

2- ( lH-mdazol-3-yl)- 1 H-benzoimidazole-S-sulfonic acid benzylamide, Example244(b); 

3- (5-methanesulfonyl-iH-benzoiimda2ol-2-yl)-lH-indazole; Example 244(c) 

5 [2-(inda2ol-3-yl)-lH-benzoimidazoI-5-yl]-phenyl-methanol, (compound denoted as A34-B63), 
Example 245; 

[2-(mda2ol-3-yl)-lH-benizomiidazol-5-yl]-catboxylic acid, ethylamide, (compound denoted as 
A36-B63), Example 246(a); 

[2-(indazol-3-yl)-lH-benzoimidazol-5-yl]-carboxylic acid, methylamide, (compound denoted as 

10 A15-B63), Example 246(b); 

[2-(inda2ol-3-yl)-lH-ben2oimidazol-5-yl]-carboxylic acid, isopropylamide, (conqwund denoted as 

A16-B63), Example 246(d); 

[2-(indazol-3-yl)-lH-benzoimidazol-5-yl]-carboxyUc acid, benzylamide, (compound denoted as 
A17-B63), Exanrple 246(e); 
15 [2-(indazol-3-yl)-l H-benzoimidazol-5-yl]-carboxylic acid, benzamide, (compound denoted as 
A52-B63), Example 246(0; 

2-(lH-indazol-3-yl)-IH-benzoimidazole-5-carboxylic acid (pyridin-3-ylmethyl)-amide, Example 

246(m); 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 3-methyl-benzylamide, Example 246(n); 
20 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 4-methyl-benzylamide, Example 246(o); 
2-(lH-indazol"3-yl)-lH-benzoimidazole-5-carboxylic acid [3-<2-oxo-pyrrolidin-l-yl)-propyl]-amide. 
Example 246(p); 

2-(lH-indazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid (2-morpholin-4-yl-ethyl)-amide, Example 
246(q); 

25 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2-methoxy-etliyl)-aniide, Exan:q)le 246(r); 
2<lH-indazol-3-yl)-lH-benzoiinidazole-5-carboxylic acid (2-cyano-ethyl)-amide, Example 24^s); 
2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2-hydroxy-l,l-dimethyl-etliyl)-amide, 
Example 246(t); 

2- (lH-Indazol-3-yl)-lH-benzoimidazole-5-€arboxylic acid (3-imidazoH-yI-propyl)-amide, Example 
30 246(u), 

3- (5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-indazole-5-carboxylic acid dimethylamide. Example 
246(x); 

[2-(indazol-3-yl)-lH-benzoimidazol-5-yl]-carboxylic acid, (compound denoted as A14-B63), Example 
247(a); 

35 3.(5^thyl-6-methyi-lH-benzoimidazol-2-yl)-lH-inda2ole-5-carboxylic acid amide dihydrochloride, 
Example 262; 
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and the corresponding N-oxides, and their prodrugs; and phannaceutically acceptable salts and solvates 
(e.g. hydrates) of such compounds and their N-oxides and prodrugs. 

Especially preferred compounds of formula (Ixb) of the invention for the inhibition of SYK are> 
5 3-(5,6-dimethyl-lH-benzoimida2ol-2-yl)-5-methoxy-lH-inda2ole, (compound denoted as A9-B68), 
Example 235(b); 

3-(5-ethyl-6-methyHH-benzoimidazol-2-yl)-lH-indazole, (compound denoted as A55-B63), Exan^le 
235(j); 

3-(5i6-diethyl-lH-benzoimidazol-2-yl)-lH-indazole, (compound denoted as A56-B63), Example 
10 235(z); 

3-(5,6-dimethyl-lH-benzoinMdazoI-2-yl)-lH-indazole-5-carboxylic acid dimethylamide, Example 
246(x); 

and the corresponding N-oxides, and their prodrugs; and pharmaceutically acceptable salts and solvates 
(e.g. hydrates) of such compounds and their N-oxides and prodrugs. 

15 

Preferred compounds of formula (Ixc) of the invention for the inhibition of SYK are:- 
3-(5,6-dimethyl-lH-benzoimidazdl-2-yl)-4,5,6,7-tetrahydro-lH-indazole; 
5,6-dimethyl-2-(l,4,5,6-tetrahydro-cyclopentapyrazol-3-yI)"lH-ben2oimidazoIe; 
3-(5,6^imethyl4H-benzoiinidazol-2-yl)-l,4,5,6,7,8-hexahydro-cycloheptapyraz 
20 and the corresponding N-oxides, and their prodrugs; and pharmaceutically acceptable salts and solvates 
(e.g. hydrates) of such compounds and their N-oxides and prodrugs. 

Particularly preferred compounds of formula (Ixc), denoted as the product of the combination of group 
Al in Table 1 and Bl in Table 2, of the invention for the inhibition of SYK are:- 
25 3.(5,6-dimethyl4H-ben2oimidazol-2-yl)-4,5,6,7-tetrahydro-lH-indazole, (compound denoted as 

A9-B59), Example 241(a); 

5,6-dimethyl-2^1,4,5,6-tetrahydj:o-cyclopentapyia2ol-3-yl)-lH-ben2oimida^^ (compound denoted as 
A9-B56), Example 241(d); 

and the corresponding N-oxides, and their prodrugs; and pharmaceutically acceptable salts and solvates 
30 (e.g. hydrates) of such conqjounds and their N-oxides and prodrugs. 

Preferred compounds of formula (1x6) of the invention for the inhibition of SYK are:- 
3<5,6-dimethyl-lH-benzoimidazol-2-yl)-l,4,6,7-tetrahydro-pyrazolo[4,3-c]p^^^ acid 

isopropylamide; 

35 cyclopropyl-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-l,4,6,7-tetrahydro-^ 
methanone; 
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isopropyl43-(5,6-dimethyl-lH-benzoiimdazol-2-yl)-l,4,6J4^^ 
methanone; 

143K5,6-dimethyl-lH4?enzoimidazol-2-yl)4,4,6,7-tetrahydro-pyi^ 
l.[3K5,6-dimethyl-lH-benzoimidazol-2-yl)-l,4,6,7-tetrahydro-^^ 

5 propan-i-one; 

3<5,6-dimethyl-lH-benzoimida2ol-2-yl)4,4,6j4etrah^ 

methyl ester; 

3-(5,6Klimethyl-lH-beii2oimida2ol-2-yl)-l,4,6J-tetrahydro-py^ 
dimetfaylaxnide; 

10 143K5,6-<limethyl-lH-ben2oimidazol-2.yl)4A6J-tetrahydro^ 
butan-l-one; 

K3-(5,6-dimethyI-lH-benzoiniidazol-2.yl)-l,4A7-tebahydro-pyr^ 
dimethyl-propan-l-one; 

3-(5,6.dimethyl-lH-benzoimidazol-2-yl)-lA6,7.tetrahydro-^^ 

15 methyl ester, 

3K5,6-dimethyl-lH-benzoimidazol-2-yl)-l,4A7-tetrahydro-pyrazolo[43^^ 

isopropylamide; 

3-(5,6-dimethyl-lH-ben2oimidazol-2-yl)-l,4,6,74etrahydro-pyrazolo[4,3^^ 
diethylamide; 

20 [3<5,6^imethyl-lH-benzoimidazol-2-yl)-l,4,6,7-tetrahydro-pyrazolo[4,3K^^^ 
yl-methanone; 

[3-<5,6Miimethyl-lH-benzoiinidazol-2-yl).l,4,6,7-tetrahydro-pyr^ 
yl-methanone; 

[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)4A6,74etrahydro-i)yiazolo[43-c]^^ 

25 yl-metfaanone; 

3<5-cWoro-6-methyl-lH-benzoimidazol-2-yl)-lA6,7-tetrahydroi>y^ 

acid diethylamide; 

345<2.morpholin-4-yl-^thoxy)4H-benzoimida2ol-2-yl]-lA6,7-tetra^ 

caibpxylic acid diethylamide; 
30 3-(5-trifluoromethyl-lH-benzoimidazol-2-yl)-lA6,7M»trahyd^^ 

acid diethylamide; 

143<5,6-dimethyl4H-benzoimida2ol-2-yl)-lA6|7-tetrahydro-pyra2olo[4,3-^^ 
dimethyl-propan-l-one; 

3-(5,6-dimethyl-lH-benzoiimdazol-2-yl)-5-(propane-2-5ulfon^^^ 

35 c]pyridine; 

3<5,6-dimethyl-lH-ben2oimdazol-2-yl)-l,4,6,7-tetrahydro-pyran^ 
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and the corresponding N-oxides. and their prodrugs; and pharmaceutically acceptable salts and solvates 
(e.g. hydrates) of such compounds and their N-oxides and prodrugs. 

Particularly preferred compounds of formula (Ixd), denoted as the product of the combination of group 
5 A 1 in Table 1 and B 1 in Table 2, of the invention for the inhibition of SYK are:- 

3-<5,6-dimethyl- lH-benzoumdazol-2.yl)-l,4,6 J-tetrahydro-pycazol6[4,3-c]pyri acid 
isopropylamide, (compound denoted as A9-B121), Example 250(a); 
cyclopn)pyH3-(5,6Kiimethyl-lH.benzoiimda2ol-2-yl)-lA6,7-tetrahydro^ 

methanone, (confound denoted as A9-B 1 22); 
10 isopropyH3<5,6Klimethyl-lH4)enzoimidaz»l-2-yl)-lA6,7-tetrahydro-pyra20 

methanone; 

i-[3K5,6-dimethyl-lH4)enzoiDudazol-2-yl)-l,4,6J-tetrahydro-pyr^^ 
dimethyl-propan-l-one; 

3K5,6-<Jimethyl-lH-ben2oimida2ol-2-yl)-lA6,7-tetrahydroi)yia2 
15 methyl ester; 

3-(5,6-dimethyl-lH-benzoinMda2ol-2-yl)-l,4A7-tetrahydro-pyra2olo[4,3-<:]py^ 
isopropylamide; 26(e) 

prepared 3K5,6-dimethyl-lH-benzoin3idazol-2-yl)-lA6,74etrahydro-pyrazolo[4,3 

carboxylic acid diethylamide; 
20 [3<5,6-4imethyI-lHrbenzoimidazol-2-yl)-l,4,6J-tetrahydro-pyrazoIo[4,3-c]p^ 

yl-methanone; 

[3K5,6^imethyl-lH-ben2oinudazol-2-yl)4A6J-tetrahydro-pyra2olo[4,3^^ 
yl-methanone; 

[3-(5,6Kiimethyl-lH-ben2oimidazol-2-yI)-l,4,6j4etrahydro-py^ 

25 yl-methanone; 

3-(5^hloro-6-methyl-lH-benzoimidazol-2-yl)4,4,6J-tetrahydro-pyrazol^^^^ 

acid diethylamide; 

3-[5-(2-morpholin-4-yl-ethoxy)-lH4)enroiniidazol-2-yl]4A6J-tetr^ 

carboxylic acid diethylamide; 
30 3<5-trifluoromethyl-lH-benzoimidazol-2-yl)-lA6j4etrahydro-pyrazoloK^ 

acid diethylamide; 

3<5,6-dimethyl-lH-benzoimida2»l-2-yl)-l,4,6,7-tetrahydro-pyra2olo[4,3-c]py^ 

dimethylamide, (compound denoted as A9-B119); 
l-[3<5,6-dimethyl-lH-benzoimida2ol-2-yl)4,4,6J-tetrahydro-pyraz^ 
35 propan-l-one, (compound denoted as A9-B1 17); 
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3-(5,6-dimethyl-lH-benzoimidazol-2-yl)4,4,6j4etrahydro.pyr^ 
methyl ester, (compound denoted as A9-B 1 20); 

1- [3-(5,6-dimethyl-lH-ben2oimidazol-2-yl)-l,4,6J-tetrahydro-pyrazolo[^^ 
butan-1 -one, (compound denoted as A9-B 118); 

5 143K5,6-dimethyl-lH-benzoimidazol-2-yl)-l,4,6,7-tetrahydro-pyr^ 
dimethyl-propan-l-one, (compound denoted as A9-B 123); 

and the corresponding N-bxides, and their prodrugs; and pharmaceutically acceptable salts and solvates 
(e.g. hydrates) of such compounds and their N-oxides and prodrugs. 

10 Especially preferred compounds of fomiula (bed), denoted as the product of the combination of group 
Al in Table 1 and Bl in Table 2, of the invention for the inhibition of SYK arc:- 
3-(5,6-dimethyHH-ben2oimidazol-2-yl)-l ,4,6,7-tetrahydro-pyra2olo[4,3-c]pycidine-5-carboxylic acid 
isopropylamide, (compound denoted as A9-B121), Example 250(a); 
cyclopropyl-[3<5,6-dime%14H-ben2oinudazol-2-yl)-l,4,6j4etrahydro-pyr^ 

15 methanone, (compound denoted as A9-B 122); Example 250(b); 

3<5,6-dimethyl-lH-benzoimida2ol-2-yl)-l,4,6,74etrahydro-pyrazolo[4.3<]^^ 
isopropylamide. Example 255(e); 

prepared 3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-l,4,6,7-tetrahydro-pyrazolo[4,3-c] 

carboxylic acid diethylamide, Example 258(i); 
20 [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-I,4.6,7-tetrahydro-pyrazolo[4,3-c]pyridm^^ 

yl-methanone. Example 258(j); 

[3K5,6-<iimethyl-lH-benzoinuda2ol-2-yl)-l,4,6,7-tetrahydro-py^ 
yl-methanone. Example 258(k); 

3-(5-chloro-6-methyl4H4}enzoiimdazol-2-yl)-lA6J-tetrahydro-py^ 

25 acid diethylamide, Exan^le 258(m); 

3-(5,6-dimethyl-lH45en2oinMdazol-2-yl)-lA6,7-tetrahydro-pyrazolo[^^^ 

dimethylamide, (compound denoted as A9-B1 19); 

and the corresponding N-oxides, and their prodrugs; and pharmaceutically acceptable salts and solvates 
(e.g. hydrates) of such compounds and their N-oxides and prodrugs. 

30 

Particular compounds of formula (Ix) of the invention for the inhibition of KDR are:- 

2- (lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid benzylamide; 
2-(lH-indazol-3-yl)-lH-benzimida2ole-5-carboxylic acid N-methylamide; 
2-<lH-indazol-3-yl)-l H-benzimidazole-5-carboxylic acid N-ethylamide; 

35 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxyHc acid N-isopropylamide; 
2^1H-inda2ol-3-yI)-lH-ben2imidazole-5K:arboxylic acid N-phenylamide; 
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2'<lH-indazol-3-yl)4H-benzimidazole-5-carboxylic acid N-phenethylamide; 

2-(lH-mdazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-morpholinoamide; 

2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N"(N'-methylpipera2ino)amide; 

2-(lH-indazol-3-yl)-lH-benziniidazole-5-carboxylic acid N-pyrrolidinoamide; 
5 2-(lH-indazol-3-yl)-lH-benzimidazole-5-caAoxylicacidN-<isobutyO 

2<lH4ndazol-3-yl)-lH-ben2imida2ole-5-carboxyIic acid N-(cyclohexylniethyl)amide; 

2<lH-indazol-3-yl>lH4)eiizimida2ole-5Hau:boxylicaddN<2-f^^ 

2-(lH-indazol-3-yl)-lH-benziniidazole-5-carboxylic acid N-benzyl-N-methylamide; 

methyl 2-(lH-indazoI-3-yl)-3H-benziinidazole-5- carboxylate; 
10 5,6-dimethyl-2-(lH-indazoi"3-yl)-lH-ben2iinidazole; 

5-methoxy-2KlH-indazol-3-yl)-lH-benzimidazole; 

2-(lH-indazol-3-yl)-3H-benzimida2ole-4-carboxylic acid; 

5-bromo 2-(lH-indazol-3-yl>-3H-ben2iimda2ole; 

2-(5-ethoxy-2Hipyrazol-3-yl>lH-benzirmdazole-4-carboxylicacid; 
15 5,6-dimethyl-2-(5-metiiyl-2H-pyrazol-3-yl)4H-benzimidazole; 

5,6^imediyl-2-(5-thiophen-2-yl-2H-pyra2ol-3-yl)-lH-benzimida2ole; 

2K4-bromo-2H-pyi^ol-3-yl)-5,6-dimethyl-lH-beii2iimdazole; 

2-{5-ethyl-2H-pyrazoi-3-yl)-5,6-dimethyl-lH-benzimidazole; 

2-(5-ethyU2H-pyrazol-3-yl)-4,5-ethylenedioxy-lH-benziniidazole; 
20 2K5-ethyl-2H-pyrazol-3'yl)-5-methoxy-lH-benzimidazole; 

2-(5-ethyl-2H-pyrazol-3-yl)-4-hydroxy-lH-ben2imidazole 

2-(5-€thyl-2H-pyrazol-3-yl)-5-brom<h-lH-benzimidazole; 

2-(lH-indazol-3-yl)- IH-benzoimidazole-S-carboxylic acid 2,4-dichloro-benzylanude; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (3-ethoxy-propyl)-aimde; 
25 2-(lH-indazol-3-yl)-lH-beiizoimidazole-5-carboxylic acid 4-bromo-benzylamide; 

2-(lH-tndazol-3-yl)-lH-beiizoimida2ole-5-carboxylic acid 4-methanesulfonyl-benzylamide; 

2<lH4ndazol-3-yl)-lH-beii2oiinidazole-5-carboxylic acid (naphthalen-l-ylmethyl)-amide; 

2-(lH.indazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid 4-trifluoromethyl-beii2ylaimde; 

2-(lH-iiidazDl-3-yl)-lH-ben2oimidazole-5-carbo3qrlic acid (thiophen-2-ylmethyl>aniide; 
30 2-(lH-indazol-3-yl)-lH-benzoimidazole.5-carboxylic acid 4-dimethylamino-benzylamide; 

4K{[2<lH-indazol-3-yl)-lH-*eiizoiimdazole-5H;arbonyil-ai^ 

acid tert-butyl ester; 

2-(lH-indazol-3-yI)-lH-benzoiniidazole-5-carboxylic acid 4-iiiti*o-ben2ylamide; 
2<lH-inda2oi-3-yl)-lH-benzoimidazole-5-carboxylic acid (pyridin-3-ylmethyI)-aimde; 
35 2-(lH-indazol-3-yi)-iH-benzoimidazole-5-carboxyUc acid 3-bromo-benzylaiiude; 
2-(lH-iiidazol-3-yi)-lH-benzoiimdazole-5-carboxylic acid 3-methoxy-beiizylamide; 
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2-(lH-mdazol-3-.yl)-lH-benzoimidazole-5-carboxylic acid (benzo[l,^ 

2-(lH-inda2ol-3-yl)-lH-ben2oimidazole-5-carboxylicacid (benzo[b]thiophen-3-ylmethyl)-amide; 

2-(lH-mda2ol-3-yl)-lH-benzoimidazoIe-5-carboxylic acid (1,3-dimethyl-^ 

amide; 

5 2-<lH-inda2ol-3-yl)-lH-benzoimida2X)le-5-<:arboxyUcacid2-t^ 

2-(lH-inda2X)l"3-yl)-lH4)enzoimida2ole-5-carboxylic acid 2-inethyl-benzylamide; 

2'<lH-inda2ol-3-yl)-lH4>eiizoimida2ole-5<arboxyU^ acid (3-methyl-tiiiophen-2-ylmethyl)-amide; 

2<lH4nda2ol-3-yl)-lH-ben2oimidazole--5-carboxylic acid 2-trifluoromethyl-benzylamide; 

2-(lH-indazol-3-yl)4H4)en2oiiiiidazole-5-carboxylic acid 4-phenoxy-benzylamide; 
10 2-(lH-indazol-3-yl)-lH-benzoimidazole-5^arboxylic acid S-trifluoromethoxy-benzylamide; 

2-<lH4nda2ol-3-yl)-lH-ben2oiimda2ole-5-caiboxyiic acid (3-isopropoxy-propyl)-amide; 

2-{lH-indazol-3-yl)-lH-benzoiniidazole-5-carboxylic acid (l-methyl-lH^yra2ol-4-ylmethyl)^aniide; 

2-<lH4ndazol-3-yl)-lH-benzoiinida2ole-5-carboxylic acid 4-isopropyl-ben2ylamide; 

2-(lH-indazol-3-yl)-lH-benzoiinida2ole-5-carboxylic acid (2,5-<iimethyl-furan-3-ylmethyl)-ainide; 
15 2-(lH-iiida2ol-3-yl)-lH-benzoimidazole-5-carboxylic acid (benzo[b]thiophen-2-ylmethyl)-ainidfi; 

2-(lH-mdazol-3-yl)-lH-benzoimidazole-5-carboxylic acid [3-(3-acetylamino~pheiioxy)-propyl]-amide; 

2-(lH-inda2ol-3-yl)«lH-ben2oiinidazole-5-carboxylic acid (6-chloro-pyridin-3-ylmethyl)-amide; 

2-(lH-iiidazol-3-yl>lH-benzoiinidazole-5-<:arboxylic acid ([2,2']bithiophenyi-5-ylmethyl)-amide; 

2-(lH-inda2ol-3-yi)-lH-ben2oimidazolc-5-carboxyJic acid (2,3-dihydro-benzoiuran-5-ylmethyl)- 
20 amide; 

2-<lH-indazol-3-yl)-lH-benzoiiiiidazole-5-caiboxylic acid 4-cyano-beiizyIamide; 
2-(lH-indazol-3-yl)-lH-benzoimidazole-5-caiboxylic acid (5-chloro-beiizo[b]thiophen-3-ylmethyl)- 
amlde; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-caiboxylic acid 3-trifluoromethyl-benzylamide; 
25 2<lH-indazol-3-yl)-lH-beiizoimida2ole-5-caiboxyUc acid 2-methylsulfanyl-ben2ylaiijide; 
2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (benzoMt^ 
2-(lH-indazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid (tetrahydro-pyran-4-ylmethyl)-amide; 
2-(lH-indazol-3-yl)-lH-benzoimida2ole-5-caiboxylic acid (2,3-dihydro-ben2o[l,4]dioxin-2-ylmethyl)- 
amide; 

30 2-(lH-inda2ol-3-yl)-lH-benzoimidazole-5-carboxylic acid (furaii-3-ylmethyl)-amide; 

2-(lH-indazol-3-yl)-lH-benzoiiiiida2ole-5-carboxylic acid 2-mtro-benzylamide; 

2-(lH-indazol-3-yl)4H-benzoimidazole-5<arboxylicacid(thiophen-3-yknethyl)-a^ 

2-(lH-inda2X)l-3-yl)-lH-benzoimida2ole-5-carboxylic acid 3,5-dimethyl-benzylamide; 

2-(lH-indazol-3-yl)- lH-ben2oimidazole-5-carboxylic acid (1-methyl-l H-benzoiimdazol-2-ylmethyl)- 
35 amide; 

2-(lH-indazol-3-yl)-lH-ben2oiimdazole-5-carboxylic acid 3-methyl-benzylamide; 
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2-( lH-indazol-3-yl)-l H-benzoimidazole-5-carboxylic acid S-chloro-benzylamide; 

2-( lH-mdazol-3-yl)-3H-benzoiinidazole-4-carboxylic acid 4-sulfainoyl-benzylamide; 

2< lH-indazol-3-yl)-3H-benzoimidazole-4-carboxylic acid {3-ethoxy-propyl)-ainide; 

2-(lH-inda2oi-3-yl)-3H-benzoiinidazole-4-carboxylic acid 4-brDmo-benzylaimde; 
5 2-<lH-indazol-3-yl)-3H-ben2oinMda2ole-4-carboxylic acid (naphthalen-l-ybiiethyl)-amide; 

2<lH-indazol-3-yl>-3H-benzoiimdazole-4-carboxylic acid (tliiopheiD-2-yImethyl)-amide; 

2-(lH-indazol-3-yl)-3H-benzoimidazole-4-caiboxylic acid 4-dimethylamino-ben2ylaimde; 

2<lH-5ndazol-3-yl)-3H-benzoimidazole-4-carboxylic acid 4-mtro-benzylaniide; 

2-<lH-indazol-3-yl)-3H-benzoimidazole-4-carboxylic acid (pyridin-3-ylmethyl>amide; 
10 2KlH-inda2ol-3-yl)-3H4>enzoimida2ole-4-caiboxylic acid 3-bromo-benzylamide; 

2-(lH-inda2ol-3-yl)-3H-benzoiimdazole-4-carboxylic acid 3-methoxy-ben2ylamide; 

2<lH-mdazol-3-yl)-3H-ben2oimidazole-4-carboxylic acid (benzo[b]diiopheii-3-yImethyl)^ide; 

2-(lH-indazol-3-yl)-3H-benzoiinidazoie^arboxylic acid 4"-phenoxy4)en2ylamide; 

2<lH-indazol-3-yl)-3H--benzoimidazole-4-caiboxylic acid 3-trifluoromethoxy-benzylamide; 
15 2-(l H-indazol-3-yl)-3H-bea2oimidazole-4-carboxylic acid (6-chloro-pyridiii-3-ylmethyl)-amide; 

2-(lH-indazol-3-yl)-3H-benzoimdazole-4-carboxyUc acid (2,3-<lihydro-benzofuran-5-ylmethyl)- 

amide; 

2-( 1 H-indazol-3-yl)-3H-benzoimidazole-4-carboxylic acid 3-trifluoromethyl-benzyiamide; 

2-(lH-indazol-3-yl)-3H-benzoimidazole-4-carboxylicacid 2-methylsulfanyl-benzylamide; 
20 2-(l H-indazol-3-yl)-3H-benzoiniidazole-4-carboxylic acid (furan-3-ylmethyl)-amide; 

2-(lH-indazoi-3-yl)-3H-ben2oimidazole-4-caiboxylic acid 2-iiitro-benzylamide; 

2-(lH-indazol-3-yl)-3H-benzoiinida2ole-4-caiboxylic acid 3,5-dimethyl-benzylamide; 

2-(lH-indazol-3-yl)-3H-ben2oimidazole-4-carboxyUc acid 3-chloro-benzylainide; 

2-(lH-indazol-3-yl)-3H-beDzoiinida2ole-4-carboxylic acid phenylamide; 
25 2-<lH-indazol-3-yl)--3H-benzoiinida2ole-4rcarboxylic acid benzylamide; 

2- (lH-inda2ol-3-yl)-3H4)eii2oiinida2ole-4-carboxylic acid phenethyl-amide; 
3K6-phenyl-lH4)enzoimidazol-2-yl)-2H-inda2ole; 

3- [6-(2,4-dichloro-phenyl)4H-*eiizoinudazol-2-yl]-2H-indaTO 
3<6-naphthalen-l-yl-lH-benzoinuda2ol-2-yl)-2H-indazole; 

30 3-[6-(4-fluoro-phenyl)-lH-benzoimidazol-2-yl]-2H-indazoie; 

3.[6-(4-chloro-phenyl)-lH-benzoimidazol-2-yl]-2H-indazole; 

3-[6-(4-methoxy-phenyl)-lH-benzoimidazol-2-yl]-2H-indazole; 

3-[6-(3-chloro-4-fluoro-pheiiyl)- lH-benzoimidazol-2-yl]-2H-indazole; 

3-[6-(3,5"<iichloro-phenyl)-lH-benzoimidazol-2-yl]-2H-indazole; 
35 3<6-thianthren-l -yl-lH-benzoiinidazol-2-yl)-2H-indazole; 

3-(6-biphenyl-4-yl-lH-beiizoimidazol-2-yl)-2H-iiidazole; 
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3-(6-p-tolyl-lH"benzoimida2ol-2-yl)-2H-iadazole; 
3-(6-m-tolyl-lH-benzoimidazol-2-yl)-2H-indazole; 
3-<6K>-tolyl-lH-benzoiinida2ol-2-yl)-2H-inda2ole; 
3-(6-thiophen-3-yl-lH45enzoimida2ol-2-yl)-2H-indazole; 
5 3-[6K3-trifluoromethyl-phenyl)-lH-ben2oimidazol-2-yl]-2H-m 

3-[6-(4-trifluoromethyl-phenyl)-lH-benzoiniidazol"2-yl]-2H-indazo 
3.[6-(3-chloro-phenyl)-lH-benzoiinidaz61-2-yl]-2H-m^ 
3-[6^3.niethoxy-phenyl)-lH-ben2oimida2ol-2-yl]-2H-mdazok 
3-[6-(3,5-dimethyl-phenyl)-lH-benzoimidazol-2-yl]-2H-indazole; 
10 3-[6-(3,4-dimethyl-pheayl)-lH-benzoimidazoI-2-yl]-2H-mdaz^ 
3<6-beiao[l,3]dioxol-5-yl-lH-ben2oimidazol-2-yl)-2H-indazole; 
3-[6<4-tert-butyl-phenyl)-lH-beiizoiiiiida2ol-2-yl]-2H-indazol^ 
3<6-hex-l-enyl-lH~ben2oimidazol-2-yl>-2H--indazole; 

3- [6-<3,4Klimethoxy-phenyl)-lH-benzoimidazoU2-yl]-2H-md 
15 3-[2-(2H-inda2ol-3-yl)-3H-ben2oimida2ol-5-yl]-phenol; 

4- [2-(2H-inda2ol-3-yl)-3H-benzoimidazol-5-yl]-phenol; 
3.[6^3^4^chloro-phenyl)-lH-benzoimidazol-2-yl]-2H-inda2ole; 
3_[6-(4-trifluoromethoxy-phenyl)-lH-benzoiniidazol-2-yl]-2H-inda2^ 
l-{4-[2-(2H-indazol-3-yl)-3H-benzoimidazol-5-yl]-phenyl}-ethanone; 

20 3-(6-benzo[b]thiophen-2-yl-lH-benzoiinidazol-2-yl)-2H-indazole; 

3-[6-(3,4,5-trimethoxy-phenyl)-lH-benzoimidazol-2-yl]-2H-indazole; 
1 -{5-[2K2H-inda2ol-3-yl)-3H-beiizoiimdazol-5-yl3-thiophen-2-^^ 
l.{342<2H-indazol-3-yl)-3H-benzoiinidazol-5-yI]-phenyl}-^t^ 
3-[6^4-benzyloxy-i)henyl)-iH-beiizoiniidazol-2-yl]-2H-iiidazole; 

25 3^6K2-fiuoro-biphenyl-4-yl)-lH-benzoimidazol-2-yl]-2H-indazo 
3-<6-benzo[b]thiophen-3-yl-lH-benzoiiiudazol-2-yl)-2H-inda^ 
{3H:2-(2H-indazol-3-yl)-3H-ben2oimidazol-5-yl]-phenyl}-metha^^ 
3-[6-(4-etiiylsulfemyl-phenyl)-lH-beiizoinudazol-2-yl]-2^ 
3-[6-(2,4-dmuoro-phenyl)4H-benzomiidazol-2-yl]-2H-inda^^ 

30 3"[6K34rifluoromel3ioxyi)henyl)-lH-benzoiniidazol-2-yI]-2H^ 

3-[6-(4-fluoro-2-me%l-phenyl)-lH-benzoimidazol-2-yl]-2H-iiidazole; 
3-{6-[2-(4-fluora-phenyl)-vinyl]-lH-benzoimida2ol-2-yl}-2H-m 
3-{6-[2-(4-^hloro-phenyl)-vinyl]-lH-benzoimida2ol-2-yl}-2H-ind^ 
3.{4^2-(2H-iadazol-3-yl)-3H-benzoimidazol-5-yl]-phenyl}-propiomcad 

35 {4-[2<2H-mdazol-3-yl)OH-benzoimidazol-5-yl]i)henyl}-metfaanol; 
3-(6-furan-2-yl-lH-benzoiinidazol-2-yl)-2H-inda2ole; 
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3-[6-(3-benzyloxy-phenyl)- 1 H-benzoimidazol-2-yl]-2H-indazole; 

3-[6-(4-isopropyl-pheayl)4H-benzoiinidazol-2-yl]-2H--inda2ole; 

346H4-methanesulfonyl-phenyl)-lH-beii2oimidazol-2-yl]-2H-^^ 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (tetrahydro-pycaii-4-ylmethyl)-ainide; 
5 2KlH-inda2ol-3-yl)-lH-benzoimida2ole-5-carbo;0^1icacid4-acetyl^^ 

2<lH-indazol-3-yI)-lH-ben2oiinidazole-5H:arboxyUc acid methylamide; 

2-(lH-indazoi-3-yl)-lH-benzoimida2ole-5-carboxylic acid isopropylamide; 

[2<lH4nda2ol-3-yl>lH-benzoimidazol-5-yl]-moipholin-4-yl-meth^ 

[2<lH-indazol-3-yl)-lH-ben2oimidazol-5-yl]-(4-methyl-pipei^ 
10 2-<lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid benzyl-methyl-amide; 

2-<lH-indazol-3-yi)-lH-ben2oimidazole-5-carboxylic acid 3-nitro-beiizylamide; 

2-(lH-inda2ol-3-yl)-lH-ben2oimidazole-5-carboxylic acid 2-fluoro-benzylamide; 

2-(lH-indazol-3-yl)-IH-benzoimida2ole-5<arboxylic acid 2,4-difluoro-benzylamide: 

2-{lH-inda2ol-3-yl)-lH-benzoimida2ole-5-carboxylicacid 2,6-difluoro-beiizylamide; 
IS 2-(lH-inda2ol-3-yl>lH-benzoimidazole-5-carboxylic acid 4-bromo-2-fluoro-ben2ylamide; 

2-{lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 4-chloro-2-fluoro-benzylamide; 

2-(lH-inda2ol-3-yl)-lH-benzoimida2oie-5<arboxylic acid 4-bromo2-fluoro-benzylamide; 

2-{lH-indazol-3-yl)- IH-benzoimidazole-S-carboxylic acid 3,4-difluoro-ben2ylamide; 

2-{lH-indazol-3-yl)-lH-bcnzoimidazole-5-carboxylic acid 3,4,5-trifluoro-ben2ylamide; 
20 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (4'-chIoro-biphenyl-4-ylmethyl)-amide; 

2-<lH-indazoI-3-yl)-lH-benzoimidazole-5-carboxylic acid (3',5*-dichloro-biphenyl-4-ylmethyl)-amide; 

2-(lH-indazol-3-yl)-lH-beiizoimidazole-5-carboxylic acid (4'-fluoro-biphenyl-4-ylmethyl)-amide; 

2'<lH-indazol-3-yl)-lH-beiizoimidazole-5-carboxylic acid 2-fluoro-benzylamide; 

2-(lH-indazol-3-yl>-IH-benzoimidazole-5-carboxylic acid 2,6-difluoro-3-methyl-benzylamide; 
25 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 2,4-dichloro-ben^lamide; 

2-<lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 4-cliloro-benzylamide; 

2<lH-indazol-3-yl)-lH-benzoimida2ole-5-carbo5Q?Uc acid 4-chloro-2-methyl-ben^lainide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 4-fluoro-ben2ylaniide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5K^boxylic acid (2'-chloro-bipheny^^^^ 
30 2-(lH-indazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid (6-trifluoromethyl-pyridin-3-yhnethyl)- 

amide; 

2-(lH-indazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid (5-pyridin-2-yl-thiophen-2-ylmethyl)- 
amide; 

2-{lH-inda2ol-3-yl)-lH-beazoiimdazoIe-5-carboxyiicacid (3-imida2oH-yl-propyl)-amide; 
35 4-[2<lH-indazol-3-yl)4H-benzoimidazole-5-carbonyl]-pipei:a2ine-l-<:arboxylic acid tert-butyl ester, 
2-{lH-indazoI-3-yl)-lH-benzoimidazole-5-carboxylicacid(2,6-difluoro^'Chloro-b^^ 
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2KlH-inda2ol-3-yl)-lH-ben2oimidazole-5-<:arboxylicacid(2,4-dicMoro-6-fl^^ 

2-(lH"indazol-3-yl)-lH-benzoimiciazole-5-carboxylicacid {3-fluoro-4-chloro-benzyl)araide; 

2-(lH-indazol-3-yl)4H-benzoimida2ole-5HjarboxyUc acid (2-fluoro-4K;Moro-6^ 

2-( lH-indazol-3-yl)- IH-benzoimidazole-S-carboxylic acid (6-methoxy-pyridin-3-ylmethyl)-amide; 
5 2-[5-(benzyloxy>-2Hi)yra2ol-3-yl]-lH-benzoimidazole; 

2-[5-(3-phenyI-allyloxy)2H-pyrazol-3-yl]-lH-benzoiimdazole; 

2-[5<2-methyl-allyloxy)2H-pyrazol-3-yl]-lH-benzoiimdazole^ 

2-[5-(3J-dimethyl-octa-2.6-dienyloxy)-2H-pyra2ol-3-yq-lH4)e^ 

2-[5-(3-bromo4)enzyloxy)-2H-pyra2Dl-3-yl]-lH-benzoiimdazole; 
10 3-[5<lH-*enzoiinidazol-2-yi)-lH-iiyra2DW-yloxymethyl]-^^ 

2-[5-(4-trifluoromethyl-benzyloxy)-2H-pyra2ol-3-yl]-lH-benzoim 

2-[5-(3,4-dichloro-ben2yloxy)-2H-pyrazol-3-yl]-lH-ben^ 

2-[5-pentafluorophenylthethoxy)-2H-pyra2ol-3-yl]-lH-benzoiimdazo 

2-[5-(4-terNbutyl-benzyloxy)-2H-pyra2ol-3-yl]-lH-*enzoim 
15 2-[5-(2-benzenesiilfonylmethyl-ben2yloxy)-2H-pyrazol-3-yl]-lH-beiizo 

4-[5<lH-beii2oiniidazol-2-yl)-lH-pyi^l-3-yloxymethyl]-ben^ 

2-[5-{biphenyl-4-ylmethoxy)-2H-pyrazol-3"yl]4H-benzoimida2ole; 

2,3-dichioro-benzenesulfonic acid 5-(l H-benzoimidazol-2-yl>lH-pyrazol-3-yi ester; 

2-[5K2-morpholin-4-yl-ethoxy)-2H-pyrazol-3-yl]-lH4)enzDiii)id^ 
20 2-[5-(2-piperidin-l-yl-«thoxy)-2H-pyra2ol-3-yl]-lH-benzoimidazole; 

2-[5-<3-methoxy-benzyloxy)-2H-pyrazol-3-yl]-lH-ben2oimidazole; 

2-[5-(lH-benzoiniidazol-2-yl)-lH^yrazol-3-yloxy]-l -p-tolyl-ethanone; 

1- [5-(lH-beiizoimidazol-2-yi)-lH-pyrazol-3-yloxy]-3,3A4,4-pentafluo^^ 

2- [5<lH-benzoiirdda2ol-2-yl)-lH-pyrazol-3-ylo3^]-l-biphenyl-4-yl^ 
25 l-[5-(lH-ben2oinudazol-2-yl)-lH-pyra2ol-3-yloxy]-butan-2^^^ 

2-[5-(lH-benzoimida2ol-2-yl)-l Hi)yrazol-3-yloxy]-H4-dimethylamino-phenyl)-ethanone; 

2-[5-(lH-benzoiinidazol-2-yl>lH-pyrazol-3-yloxy]-K3-phenyl-isoxazol-5-yl)-et^ 

2-[5-(lH-beii2oiniida2ol-2-yl)-lH-pyrazol-3-yloxy]4^-phenyl-acetam 

1- [5-(lH-beii2oimidazol-2-yl)-lHi)yrazol-3-yloxy]-3,3-dimethyl-butan^^ 
30 l-adanMmtan4-yI-2-(5-(lH-benzoiinidazol-2-yl>lH-pyrazol-3-y^^ 

2- [5KlH4)enzoimida2ol-2-yl)-lH-i)yrazol-3-yloxy]-l-napht^ 

4. {2.[5<lH-ben2Dinndazol-2-yO-lHi)yra2ol-3-yloxy]-acetyl} -be^^ 
6-{2-[5<lH-ben2oimidazol-2-yl)-lHi)yrazol-3-yloxy]-acetyl}0,4-^ 
2-[5<lH-benzoiimdazol-2-yl)4H-pyrazol-3-yloxy]-l<4-trifluorometbo^^^ 
35 5- {2-{5-(lH-benzoimidazol-2-yl)-lHi)yrazol-3-yloxy]-acetyl} -2-chloro-benzenesulfonamide; 
2-[5<lH-beazDiimdazol-2-yl>lHipyrazol-3-yloxy]-H4-mea^ 



wo 03/035065 



PCT/GB02/04763 



-237- 

2- [5-(lH-benzoiinidazol-2-yl)-lH-pyrazol-3-yloxy]-l -cyclopropyl-ethanone; 
isonicotinic acid 5<lH-benzoimidazol-2-yl>lH-pyra2ol-3-yl ester; 
2;2-dimethyl-propionic acid 5-{lH-beiizoiinidazol-2-yl)-lH-pyra2ol-3-yl ester; 
benzyloxy-acetic acid 5-(lH-benzoimida2ol-2-yl)-lH-pyrazol-3-yl ester, 

5 benzoic acid 5-<lH4>en2oimidazol-2-yl>lH-pyrazol-3-yl ester, 

4-inethoxy-ben2oic acid 5-<lH4)enzoimidazol-2-yI)-lH-pyiazol-3-yl ester; 
phenyl-acetic acid 5-(lH-b«izoitnidazol-2-yl>lH-pyrazol-3-yl ester, 
2,3,4,5,6-Pentafluoro-benzoic acid 5<lH-benzoiimda2ol-2-yl)-lH-pyrazol-3-yl ester; 
cycloprppanecarbojq^lic acid5<lH*en2oiniidazol-2-yl>lH-pyrazol-3-yl ester; 
10 2,2,3,3,4,4,4-heptafluoro-butyric acid 5-(lH4)enzoiimdazol-2-yl)-lH-pyrazDl'-3-yl ester, 
cyclopentanecarboxylic add 5-(lH-benzoin3idazDl-2-yl)-lH-pyra2ol-3-yl ester; 

3- phenyl-propionic acid 5-(lH-beDZoiniidazol-2-yI)-lH-pyra2ol-3"yl ester, 
biphenyl-4-carboxylic acid5-(lH4}en2oimidazol-2-yl)-lH-pytazol-3-yl ester; 
3,5-bis-trifluoromethyl-beiizoic acid 5-<lH-benzoimidazol-2~yl>lH-pyrazol-3-yl ester; 

15 4-trifluoroniethyl-ben2oic acid 5-{lH-benzoimida2ol-2-yl)-lH-pyrazol-3-yl ester; 
thiopheae-2-carboxylic acid 5-(lH-benzoiinidazol-2-yl)-lH-pyrazol-3-yl ester; 

and the corresponding N-oxides, and their prodrugs; and pharmaceutically acceptable salts and solvates 
{e.g. hydrates) of such compounds and their N-oxides and prodrugs. 

20 Preferred compounds of formula (bca), denoted as the product of the combination of group Al in Table 
1 and B 1 in Table 2, of the invention for the inhibition of KDR are:- 

2-(5-ethyl-2H-pyrazol-3-yl)-5,6-dimethyl-lH-benzimidazole, (compound denoted as A9-B3); 
2-{5-methyl-2H-pyra2ol-3-yl)-5,6-<iimethyl-lH4>en2imidazole (compound denoted as A9-B2); 
and the corresponding N-oxides, and their prodrugs; and pharmaceutically acce^ble salts and solvates 
25 (e.g. hydrates) of such compounds and their N-oxides and prodrugs. 

Preferred compounds of formula (Ixb), denoted as the product of the combination of group Al in Table 
1 and B 1 in Table 2, of the invention for the mhibition of KDR are:- 

2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid benzylamide, (compound denoted as 
30 A17-B63); 

2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-methylamide, (compound denoted as 
A15-B63); 

2-(lH-indazol-3-yl)-lH-ben2imida2ole-5-carboxylic acid N-ethylamide, (compound denoted as 
A36-B63); 

35 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-isopropylamide, (compound denoted as 
A37-B63); 
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2-(lH-indazol-3"yl)-lH-benzimidazole-5-carboxylic acid N-phenylamide, (compound denoted as 
A52-B63); 

2-(lH-indazol-3-yl)-lH-ben2imida2ole-5-carboxylic acid N-phenethylaniide, (compound denoted as 
A51-B63); 

5 2-(lH-indazol-3-ylVlH-benzimidazole-5-carboxylic acid N-moipholinoaniide, (coiiqxjund denoted as 
A92-B63); 

2-(lH-indazol-3-yl>lH-benzimidazole-5-carboxylic acid N-<N-meaiylpipera2ino)amide, (compound 
denoted as A93-B63); 

2-(lH-indazol-3-yl)-lH-benzimidazole-5-caTboxylic acid N-pyrrolidinoamide, (compound denoted as 
10 A91-B63); 

2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-(isobutyl)amide, (compound denoted as 
A82-B63); 

2-(lH-inda2ol-3-yl)-lH-benzimidazole-5-<:artK)xylic acid N-(cyclohexylmethyl)amide, (compound 
denoted as A83-B63); 

15 2-(lH-inda2X)l-3-yl)-lH-benzimidazole-5-carboxylic acid N-(2-furfuiyl)amide, (compound denoted as 
A84-B63); 

2-( lH-indazol-3--yl> 1 H-benzimidazole-5-carboxylic acid N-benzyl-N-methylamide, (compound 
denoted as A90-B63); 

2-( lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 2,4-dichloro-benzylamide; 
20 2-<lH-inda2ol-3-yl)-lH-benzoimidazole-5-caiboxylic acid (3-ethoxy-propyl)-aniide; 

2-( lH-inda2ol-3-yl)-l H-benzoimidazole-5-carboxylic acid 4-bromo-benzylamide; 

2-<lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 4-methanesulfonyl-ben2ylamide; 

2-<lH-indazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid (n8^hthalen-l-ylmethyl)-amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazoIe-5-caiboxylic acid 4-trifluorometliyl-benzylamide; 
25 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (diiophen-2-ybiiethyl)-amide; 

2-(lH-indazoU3-yl)-lH-benzoimida2ole-5-carboxylic acid 4-dimethylamino-benzylamide; 

4-({[2-(lH-indazol-3-yl)-lH-benzoinMdazole-5<arbonyl]-amino}-methyl)^iperid^^^ 

acid t^-butjd ester, 

2-<lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 4-nitro-ben2ylamide; 
30 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (pyridin-3-ylmethyl)-amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 3-bromo-ben2ylamide; 

2-(lH-indazol-3-yl)-lH-ben2oimidazole-5-carboxylic acid 3-methoxy-benzylamide; 

2-(lH-indazol-3-yl)4H-benzoimidazole-5-carboxylicacid (benzo[l,3]dioxol-5-ylmethyl)-amide; 

2-(lH-inda2ol-3-yl)-lH-benzoimidazole-5-carboxylicacid (benzo[b]thiophen-3-ylmethyl>amide; 
35 2-(lH-indazol-3-yi)-lH-benzoinuda2ole-5-carboxyIic acid (l,3-dimethyi-lH-pyrazol-4-ylmethyi)- 

amide; 
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2-(lH-indazol-3-yl)-lH-benzoiinida2ole-5-carboxylic acid 2-trifluoromethoxy-benzylamide; 

2<lH-indazol-3-yl)-lH-ben2oiimdazole-5-carboxylic acid 2-mefcyl-beDzylamide; 

2-(lH-inda2ol-3-yl)-lH-benzoimidazole-5-carboxylic acid (3-methyl-thiophen-2-ylmethyl)-ainide; 

2-(lH-indazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid 2-trifluoromethyl-benzylainide; 
5 2-(lH-indazol-3-yl)-lH-benzoiJiiidazole-5-caiboxylicacid4-phenoxy4jeii^ 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-caiboxylic acid 3-trifluoromethoxy-ben2ylamide; 

2-(lH"indazol-3-yl)"lH-benzoimidazole-5-caiboxyiic acid (3-isopropoxy-propyl)-amide; 

2-(lH-indazol-3-yl)-lH-ben2oimidazole-5-carboxylic acid (l-methyl-lH-^yrazoM-ylmethyO-amide; 

2-(lH-indazol-3-yl)-lH-benzoiimdazole-5-carboxylic acid 4-isopropyl-benzylamide; 
10 2-<lH-indazolO-yl)-lH-benzoiimdazole-5-carboxylic acid (2,5-dimethyl-furan-3-ylmethyl)-amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (benzo[b]thiophen-2-ylmethyi)-ainide; 

2-(lH-indazol-3-yl)-lH-ben2oimida2ole-5-carboxylic acid [3-(3-acetyiamino-phenoxy)-propyl]-amide; 

2-(lH-indazol-3-yl)-lH-beiizoiiiiidazole-5-carboxylic acid (6-chloro-pyridin-3-ylmethyl)-amide; 

2-(lH-inda2ol-3-yI)-lH-benzoimidazole-5-carboxylicacid ([2,2']bithiophenyl-5-ylmethyl)-amide; 
15 2-(lH-indazol-3-yl)-'lH-beiizoiinida2ole-5-carboxylic acid (2,3Kiihydro-ben2ofuran-5-ylmethyl)- 

amide; 

2-(lH-inda2ol-3-yl)-lH-benzoimida2ole-5-carboxylic acid 4-cyano-benzylaniide; 
2-(lH-indazol-3-yl)- lH-benzoimidazole-5-carboxylic acid 2-methylsulfanyl-benzylamide; 
2-{lH-indazol-3-yl>lH-benzoimidazole-5K:arboxylic acid (>eiizo[b]thi 
20 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (tetrahydro-pyran-4-ylmethyl)-amide; 
2<lH-indazol-3-yl)-lH-4)en2oimidazole-5-carboxylic acid (2,3-dihydi^ 
amide; 

2-(lH-indazol-3-yl)-lH-benzoiimdazole-5-carboxylic acid (furan-3-ylniethyl)-amide; 
2<lH4ndazoU3-yl)-lH-beiizoiinidazole--5-carbo;Q^lic acid 2-mtro-benzylamide; 
25 2-<lH-indazol-3-yl)-lH-benzoinudazole-5-Kjai1)O^U^ acid (thiophen-3-ylmediyl)-amide; 
2-(lH-indazol-3-yl>lH-benzoiniidazole-5-caiboxylic acid 3^-dimethyl-beir^lamide; 
2-<lH-indazol-3-yl>lH-benzoiimdazole-5-carbo3Q^lic acid (l-methyl-lH-benzoimidazoW-ylmethyl)- 
amide; 

2-(lH-indazol-3-yl)-lH-beiizoixnidazole-5-carboxylic acid 3-methyl-benzylaxmde; 
30 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 3-chloro-benzylamide; 

2-<lH-indazol-3-yl)-3H-beiizoiinidazole-4-carboxylic acid 4-sulfamoyl-benzylamde; 

2-(lH-indazol-3-yl)-3H-benzoiniida2ole-4-carboxylic acid (pyridiii-3>ylmethyl)-aiiiide; 

2-( 1 H-indazol-3-yl)-3H-benzoimidazole-4-carboxylic acid 3-methoxy-benzylamide; 

2-(lH-indazol-3-yl)-3H-benzoimidazole-4-carboxylic acid 2-methylsulfanyl-beiizylainide; 
35 2-(lH-indazol-3-yl)-3H-beiizoimidazole-4-carboxylic acid (furan-3-ylmethyl)-aimde; 

2-(lH-indazol-3-yl)-3H-benzoimidazole-4-carboxylic acid 2-nitro-benzylamide; 
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2KlH-iadazol-3-yl)-3H-benzoinuda2ole-4-carboxylic acid 3,5-dimethyl-benzyIamide; 

2- {lH-indazol-3-yl)-3H-ben2oimida2ole-4-carboxylic acid phenylamide; 
3,[5-(4-fluoro-phenyl)-lH-ben2oimidazol-2-yl]-2H-indazole; 

3- [6-(4-methoxy-phenyl)-lH-benzoimidazol-2-yl]-2H-indazole; 

5 3-[6-{3H:hloro-4-fluoix)-phenyl)-lH-benzoimidazol-2-yl]-2H-indazote^ 
3-(6-m-tolyHH-ben2oimidazol-2-yl>2H-indazole; 
3-(6-o-tolyHH-benzoimidazol-2-yl)-2H-indazole; 
3-(6-thiophen-3-yHH-ben2oimidazoI-2-yI>-2H-indazole; 
3-[6<3-chloroi}henyl)-l H-beii2oiiiiidazol-2-yl]-2H-indazole; 
10 3H;6<3-methoxy-phenyl>lH-benzoimida2ol-2-yl]-2H-indazole; 
3-[6-(3,5-dimethyl-phenyl^lH-beirzoiimdazol-2-yl]-2H-inda20^^^ 
3-(64)eii2o[13]dioxol-5-yl-lH-benzoimida2ol-2-yl)-2H-indazole; 
3-(6--hex- 1 -enyl-lH-benzoimidazol-2-yl)-2H-indazole; 

3- [6-(3,4-dimethoxy-phenyl>lH-benzoimidazol-2-yl]-2H-inda2ole; 
IS 3-[2-(2H-iiida2ol-3-yl)-3H-beii2oimidazol-5-yl]~pheiiol; 

4- [2-<2H-indazol-3-yl)-3H-benzoirQidazol-5-yl]-phenol; 
3.[5^3^4,5-trimethoxy-phenyI)-lH-benzoimidazol-2-yl]-2H-indazole; 

1 - {5-[2-(2H-inda2ol-3-yl)-3H-ben2oimida2ol-5-yl] 4hiophen-2-yl } -ethanone; 

{3-[2<2H-indazol-3-yl)-3H-benzoimidazoI-5-yl]-phenyl}-inethanoi; 
20 3-[6-<2,4-difluoro-phenyl)-lH-benzoimidazol-2-yl]-2H-indazole; 

346<4-fluoro-2-metfayl-pbenyl)-lH-benzoimidazol-2-yl]-2H-inda2ole; 

{4-[2<2H-indazol-3-yl)-3H-ben2oimidazol-5-yl]-phenyl}-mcthanol; 

3K6-furan-2-yl-lH-benzoiimdazol-2-)d)-2H-indazole; 

3.[6-(4.isopropyl-phenyl)-lH4)enzoimidazol-2-yI]-2H-inda2ole; 
25 2-(lH-inda2ol-3-yl)-lH-benzoiimdazole-5-caiboxylic acid (tetrahydro-pyiM-4-ylmethyl)-amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-caiboxylic acid 4-acetylaimno-ben2ylanude; 

2-(lH-indazol"3-yl)-lH-benzoimida2ole-5-cari)oxylic acid methylamide; 

2-(lH-indazoI-3-yl)-lH-ben2oiiiiidazole-5-carboxylic acid isopropylamide; 

[2-( lH-indazol-3-yl>lH-ben2oiimdazol-5-yli-moipholin-4-^^ 
30 [2<lH-indazoi-3-yl)-lH-benzoiimdazol-5'yl]-{4-me%l-piperazin-l-yl>^ 

2-(lH-iiida2ol-3-yl)-lH-benzoimidazole-5-carboxylic acid benzyl-methyl-amide; 

2-(lH-inda2ol-3-yl)-lH-benzoiinidazole-5-carboxylic acid 3-nitro-ben2ylamide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 2-fluoro-benzylainide; 

2-(lH-inda2ol-3-yl>lH-benzoimidazole-5-carboxylic acid 2,4-difluoro-beii2ylamide; 
35 2-(lH-indazol-3-yl)-lH«benzoimidazole-5-carboxylic acid 2,6-difluoro-benzylamde; 

2-(lH-inda2ol-3-yl)-lH-beDzoimida2ole-5-carboxylic acid 4-broino-2-fluoro-benzylamide; 
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2-(lH-indazol-3-yl)-lH-benzoitnida2:ole-5-carboxylic acid 4-cliloro-2-fliioro-benzylaniide; 
2-<lH-indazol-3-yl>lH-berizoimidazole-5-carboxyUc acid 4-bromo-2-fluoro-b 
2-(lH-inda2ol-3-yi)-lH-ben2oimidazole-5-carboxylic acid 3,4'<lifluoro-benzylamide; 
2-(lH-indazol-3-yl)-lH-benzoiinidazole-5-carboxylic acid 3,4,5-trifluoro-benzylamide; 
5 2-<lH-indazol-3-yl)-lH-benzoimidazole-5-carbo5^1ic acid 2,6-difluoro-3-methyl-benzyIainide; 
2-(lH-indazol-3-yl)-lH-benzoiinidazole-5-carboxylic acid 2,4-dicMbro-beii^lamide; 
2<lH-inda2olO-yl)-lH-beii2oiirudazole-5-carboxylic acid 4-chIoro-benzylaniide; 
2-<lH-indazol-3-yl)-lH-ben2oiiiiidazole-5-carboxylic acid 4"Chloro-2-methyl-beiizylamide; 
2-(l H-indazol-3-yl)-lH-beiizoimidazole-5-carboxylic acid 4-fluoro-ben2ylamide; 
10 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2*-chloro-biphenyl-4-ylinethyl)-amide; 
2<lH-indazol-3-yl)-lH-^n2oimidazole-5-carboxylic acid (6-trifluoromethyl-pyridin-3-ylmethyl)- 
amide; 

2-(lH-indazol-3-yl)-lH-beiizoimidazole-5-carboxylic acid (5-pyridin-'2-yl-thiophen-2-ylmethyl)-aniide; 

2-(lH-indazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid (3-tmidazol-l-yi-propyl)-ainide; 
15 4-[2-(lH-indazol-3-yl)-lH-ben2oimidazole-5-<:arbonyl]-piperazine-l-^^ acid tert-butyl ester; 

2-(lH-indazol-3-yl)-lH-benzoiniida2ole-5-carboxylic acid (2,6-difluoro-4-chloro-ben2yl)amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2,4-dichlorO"6-fluoro-beiizyl)aiiiide; 

2-(lH-indazol-3-yl)-l H-benzoimidazole-5-carboxylic acid (3-fluoro-4-chloro-benzyl)amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid(2-fluoro-4-chloro-6-methyl-benzyl)aimde; 
20 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (6-methoxy-pyridin-3-ylmethyl)-amide; 

2-[5-(benzyloxy)-2H-pyra2ol-3-yI]-lH-benzoimidazole; 

2-[5-<3-phenyl-ailyloxy)2H-pyrazol-3-yl]-lH4)enzoimidazole; 

2-[5-(3J-4imethyl-octa-2,6-dienyloxy)-2H-pyrazol-3-yl]-lH-benzoim 

2-[5-(3-bromo-benzyloxy>2H-pyra2Dl-3-yl]-lH-benzoiinidazole; 
25 2-[5"(3,4-dicUoro-beiizyloxy)-2H-pyrazol-3-yl]-lH-beii2oiinida2ole; 

2-[5-(2-benzenesulfonylmeAyl-benzyloxy)-2H-pyi:a2Dl-3-yl]-lH 

2-[5<biphenyl-4-ylmethoxy)-2H-pyrazol-3-yl]-lH-*enzDiim 

2- [5-(3-metho3g^-beiizyloxy)-2H-i)yrazol-3-yl]-lH-benzoiim 
isonicotinic acid 5-(lH-tenzoimidazol-2-yl>lH-pyrazol-3-yl ester, 

30 benzoic acid 5-(lH-benzoimida2ol-2-yl)"lH-pyra2ol-3-yl ester; 

3- phenyl-propioiiic acid 5-( 1 H-benzoimidazol-2-yI)-lH-pyrazoI-3-yl esten 
methyl 2-(lH-indazol-3-yl)-3H-benziinidazole-5- carboxyiate; 
5-methoxy-2-(lH-indazol-3-yl)-lH-benziinidazole; 

S-bromo 2-(lH-indazol-3-yl)-3H-ben2iinidazole, (confound denoted as A32-B63); 
35 and the corresponding N-oxides, and their prodrugs; and phannaceutically acceptable salts and solvates 
(e.g. hydrates) of such coir5)Ounds and their N-oxides and prodrugs. 
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Particularly preferred compounds of fonnula (Ixb) of the invention for the inhibition of KDR are:- 

2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxyIic acid N-(cyclohexyhnethyl)amide; 

2-( 1 H-indazol-3-yl)-lH-benzimida2ole-5-carboxylic acid N-(2-furfuryl)amide; 
5 2<lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylicacid2,4-<licUoro4^^ 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-caiboxylic acid 4-bromo-ben2ylaniide; 

2-(lH-indazol-3-yl>lH-ben2oimidazole-5-carboxylic acid 4-methanesulfonyl-benzylamide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-caiboxylic acid 4-mtro-benzylamide; 

2-(lH-indazoI-3-yl)-lH-benzoimidazole-5-K:arboxylic acid 2-methyi-benzylamide; 
10 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (6-chlor6-pyridin-3-ylmethyl)-amide; 

2-(lH-indazol-3-yI)-lH-ben2oimidazole-5-carboxylic acid (2,3-dihydro-benzofuian-5-ylmethyl)-amide; 

2-(lH-Indazol-3-yl)-lH-benzoiinidazole-5-carboxyIic acid 2-methylsulfenyl-ben^lamide; 

2-(lH-indazol-3-yl)-lH«-benzoiniidazoIe-5-carboxylic acid (benzo[b]thiophen-3-ylinethyl)-amide; 2- 

(lH-indazol-3-ylHH-benzoimidazole-5-carboxylic acid 3-methyl-benzylamide; 
15 2-(lH-indazol-3-yl)4H-benzoimidazole-5-carboxylic acid S-chloro-benzylamide; 

2-(lH-indazol-3-yl)-3H-benzoimidazole-4-carboxylic acid 2-methylsulfaBy!-benzylamide; 

2-(lH-indazol-3-yl>lH-benzoimidazoIe-5-carboxylic acid 4-bromo-2-fluoro-benzylamide; 

2-{iH-indazol-3-yl)-lH-ben2oimidazole-5-carboxylic acid 2,4-dichloro-benzylamide; 

2-(lH-indazol-3-yl)-lH-benzoiinidazole-5-carboxylic acid 4-chloro-benzyianiide; 
20 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 4-chloro-2-methyl-ben2ylamide; 

2-(lH-inda2ol-3-yl)-lH-benzoimidazole-5-carboxyhc acid (2,6-difluoro-4-chloro-benzyl)amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2,4-dichloro-6-fluoro-benzyl)aimde; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carbojQ^lic acid (3-fluoro-4-chloro-benzyl)amide; 

2-(lH-ijidazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2-fluoro-4-chloro-6-methyl-benzyl)amide; 
25 2-(lH-indazoi-3-yl>lH.benzoiniidazole-5-carboxylic acid (6.methoxy-pyridin-3-ylmethyl)-amide; 

and the corresponding N-oxides, and their prodrugs; and pharmaoeutically acceptable salts and solvates 

(e.g. hydrates) of such compounds and their N-oxides and prodrugs. 

Particular compounds of formula (Ix) of the invention for the inhibition of ITK are:- 
30 2-(lH-lhdazol-3-yl)-lH-benzoimidazole-5-caiboxylic acid (2-piperidin-l-yl-ethyl)-amide, Example 
246(ab); 

2-(lH-Indazol-3-yI)-lH-benzoimidazole-5-carboxylic acid (pyridin-2-ylmethyl)-amide, Example 
246(ac); 

2-(lH-Indazol-:3-yl)-lH-benzoimidazole-5-carboxylic acid [3-(4-methyl-pipera^ 

35 Example 246(ad); 

N-[2-(lH-Indazol-3-yl)-lH-benzoimidazol-5-yl3-isobutyraimde, Example 246(ae) 



wo 03/035065 PCT/GB02/04763 

-243- 

N-[3-(5,6-Dimethyl-lH-ben2oimidazol-2-yl)-lH-pyrazol-4-yl]-2-pi^ 
253(c) 

and the corresponding N-oxides, and their prodrugs; and phannaceutically acceptable salts and solvates 
(e.g. hydrates) of such compounds and their N-oxides and prodrugs. 

The compounds of formula (be) of the invention exhibit usefiil pharmacological activity and 
accordingly are incorporated into pharmaceutical compositions and used in the treatment of patients 
suffering from certain medical disorders. The present invention thus provides, according to a further 
aspect, compounds of formula (Ix) of the invention and compositions containing confounds of 
formula (Ix) of the invention for use in therapy. 

Compounds of formula (Ix) within the scope of the present invention block kinase catalytic activity 
according to tests described in the literature and in vitro procedures described herfeinafier, and which 
tests results are believed to correlate to pharmacological activity in humans and other mammals. Thus, 
15 in a further embodiment, the present invention provides compounds of formula (Ix) of the invention 
and compositions containing compounds of formula (Ix) of the invention for use in the treatment of a 
patient suffering from, or subject to, conditions which can be ameliorated by the administration of 
protein kinase inhibitors (e.g. Syk, KDR, tie2 or ITK). For example, compounds of formula (Ix) of the 
present invention are useftil in the treatment of inflammatory diseases, for example asthma: atopic 
20 dermatitis, inflammatory dermatoses (e.g. psoriasis, dematitis herpetiformis, eczema, necrotizing and 
cutaneous vasculitis, bullous disease, acute and chronic urticaria,); allergic rhinitis and allergic 
conjunctivitis; joint inflammation, including arthritis, rheumatoid arthritis and other arthritic conditionis 
such as rheumatoid spondylitis, gouty arthritis, trauraatic arthritis, rubella arthritis, psoriatic arthritis 
and osteoarthritis. The compounds of formula (Ix) are also usefiil in the treatment of Chronic 
25 Obstructive Pulmonary Disease (COPD), adult respiratory distress syndrome, silicosis, pulmonary 
sarcoidosis, acute synovitis, autoimmune diabetes, autoimmune encephalomyelitis, collitis, 
atherosclerosis, peripheral vascular disease, cardiovascular disease, cutaneous and systemic 
anaphylaxis, endotoxemia, sepsis, septic shock, endotoxic shock, gram negative sepsis, diabetes, 
multiple sclerosis, restenosis, myocarditis, B cell lyn^)homas, systemic lupus erythematosus, viral 
30 infections, bacterial infections, parasitic infections, graft v host disease and other transplant associated 
rejection events, reperfusion injury, Crohn's disease and ulcerative colitis, cancers and tumours (such 
as colorectal, prostate, breast, thyroid, colon and lung cancers), atherosclerosis, degenerative muscle 
diseases, obesity, conjestive heart failure, Parkinson's, depression, schizophrenia, stroke, head trauma, 
spinal cord injury, Alzheimer's, neuropathic pain syndrome, amyotrophic lateral sclerosis, cachexia, 
35 osteoporosis, fibrotic diseases of the viscera, and inflammatory bowel disease. 



5 



10 
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The products of the present patent application as SYK inhibitors may be used for the treatment of 
diseases chosen from the following: asthnia, allergic rhinitis, atopic dermatitis, allergic conjunctivitis, 
chronic obstructive pulmonary disease, adult respiratory distress syndrome, silicosis, pulmonary 
sarcoidosis, rheumatoid arthritis, osteoarthritis, rheumatoid spondylitis, gouty arthritis, traumatic 
5 arthritis, mbella arthritis, psoriatic arthritis, acute and chronic urticaria, cutaneous and systemic 
anaphylaxis, endotoxemia, sepsis, septic shock, endotoxic shock, gram negative sepsis, diabetes, 
multiple sclerosis, systemic lupus erythromatosis, viral infections, bacterial mfections, parasitic 
infections, graft vs. host disease, organ transplant rejection, reperfusion injury, Crohn's disease and 
ulcerative colitis. 

10 

The products of the present patent application as KDR inhibitors may be used especially for the 
treatment or prevention of diseases chosen from the following group: cancers, especially breast, colon, 
lung and prostate cancer, atherosclerosis, degenerative muscle diseases, obesity, conjestive heart 
failure, Parkinson's, depression, schizophrenia, stroke, head traimia, spinal cord injury, Alzheimer's, 
15 neuropathic pain syndrome, amyotrophic lateral sclerosis, cachexia, osteoporosis and fibrotic diseases 
of the viscera. 

A special embodiment of the therapeutic methods of the present invention is the treating of asthma. 

20 Another special embodiment of the therapeutic methods of the present invention is the treating of 
psoriasis. 

Another special embodiment of the therapeutic methods of the present invention is the treating of joint 
inflanunation. 

25 

Another special embodiment of the therapeutic methods of the present invention is the treating of 
inflammatory bowel disease. 

Another special embodiment of the therapeutic methods of the present invention is the treating of 
30 cancers and tumours. 

According to a further feature of the invention there is provided a method for the treatment of a human 
or animal patient suffering from, or subject to, conditions which can be ameliorated by the 
administration of a protein kinase inhibitor (e.g. . Syk, KDR, tie2 or ITK) for example conditions as 
35 hereinbefore described, which comprises the administration to the patient of an effective amount of 
compound of the invention or a composition containing a compound of the invention. "Effective 
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amount" is meant to describe an amount of compound of the present invention effective in inhibiting 
the catalytic activity a protein kinase, such as. Syk, KDR, tie2 or ITK, and thus producing the desired 
therapeutic effect 

5 References herein to treatment should be understood to include prophylactic therapy as well as 
treatment of established conditions. 

The present invention also includes within its scope pharmaceutical con5)Ositions conq)rising at least 
one of the compounds of formula (Ix) of the invention, as defined above, or a pharmaceutically 
10 acceptable salt or a prodrug, in association, where appropriate, with a pharmaceutically acceptable 
carrier or excipienL 

Pharmaceutical compositions of the present invention for the treatment of KDR or tie2 associated 
disease states can also, where appropriate, contain active principles of other antimitotic medicinal 
15 products such as, in particular, those based on taxol, cis-platin, DNA-intercalating agents and the like. 

Compounds of formula (Ix) of the invention may be administered by any suitable means, hi practice 
compounds of formula (Ix) of the present invention may generally be administered parenterally, locally 
by topical application to the skin and mucous membranes, rectally, orally, by inhalation, or by 
20 intravenous or intramuscular injection, especially by the oral route. 

Compositions according to the invention may be prepared according to the customary methods, using 
one or more pharmaceutically acceptable adjuvants or excipients. The adjuvants comprise, inter alia, 
diluents, sterile aqueous media and the various non-toxic organic solvents. The coni$K>sitions may be 

25 presented in the form of tablets, pills, granules, powders, aqueous solutions or suspensions, injectable 
solutions, elixirs or syrups, and can contain one or more agents chosen from the groiQ) con^rising 
sweeteners, flavourings, colourings, or stabilisers in order to obtain pharmaceutically acceptable 
preparations. The choice of vehicle and the content of active substance in the vehicle are generally 
determined in accordance with the solubility and chemical properties of the active compound, the 

30 particular mode of administration and the provisions to be observed in pharmaceutical practice. For 
example, excipients such as lactose, sodium citrate, calcium carbonate, dicalcium phosphate and 
disintegrating agents such as starch, alginic acids and certain complex silicates combined with 
lubricants such as magnesium stearate, sodium lauryl sulfate and talc may be used for preparing tablets. 
To prepare a capsule, it is advantageous to use lactose and liigh molecular weight polyethylene glycols. 

35 When aqueous suspensions are used they can contain emulsifying agents or agents which facilitate 
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suspension. Diluents such as sucrose, ethanol, polyethylene glycol, propylene glycol, glycerol and 
chloroform or mixtures thereof may also be used 

For parenteral administration, emulsions, suspensions or solutions of the products according to the 
5 invention in vegetable oil, for example sesame oil, groundnut oil or olive oil, or aqueous-organic 
solutions such as water and propylene glycol, injectable organic esters such as ethyl oleate, as well as 
sterile aqueous solutions of tiie pharmaceutically acceptable salts, are used. The solutions of the salts 
of the products according to the invention are especially useful for administration by intramuscular or 
subcutaneous injection. The aqueous solutions, also conpising solutions of the salts in pure distilled 
10 water, may be used for intravenous administration witii the proviso that their pH is suitably adjusted, 
that they are judiciously buffered and rendered isotonic with a sufficient quantity of glucose or sodium 
chloride and that they are sterilised by heating, irradiation or microfiltration. 

For topical administration, gels (water or alcohol based), creams or ointments containing compounds of 
15 formula (be) of the invention may be used Compounds of formula (Ix) of the invention may also be 
incorpomted in a gel or matrix base for application in a patch, which would allow a controlled release 
of compound through the transdennal barrier. 

For administration by inhalation compounds of formula (Ix) of the invention may be dissolved or 
20 suspended in a suitable carrier for use in a nebuliser or a suspension or solution aerosol,, or may be 
absorbed or adsorbed onto a suitable solid carrier for use in a dry powder inhaler. 

Solid compositions for rectal administration include suppositories formulated in accordance with 
known methods and containing at least one compound of the invention. 

25 

The percentage of active ingredient in the compositions of the invention may be varied, it bemg 
necessary that it should constitute a proportion such tiiat a suitable dosage shall be obtamed 
Obviously, several unit dosage forms may be administered at about the same time. The dose enq)loyed 
will be determined by the physician, and depends upon the desired therapeutic effect, the route of 

30 administration and the duration of the treatment, and the condition of the patient In the adult, the 
doses are generaUy from about 0.001 to about 50, preferably about 0.001 to about 5, mg/kg body 
weight per day by inhalation, from about 0.01 to about 100, preferably O.l to 70, more especiaUy 0.5 to 
10, mg/kg body weight per day by oral administration, and from about 0.001 to about 10, preferably 
0.01 to 1, mg/kg body weight per day by intravenous administration. In each particular case, the doses 

35 will be determined in accordance with the factors distinctive to the subject to be treated, such as age. 
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weight, general state of health and other characteristics which can influence the efficacy of the 
medicinal product. . 

The compounds of formula (Ix) according to the invention may be administered as frequently as 
5 necessary in order to obtain the desired therapeutic effect. Some patients may respond rapidly to a 
higher or lower dose and may find much weaker maintenance doses adequate. For other patients, it 
may be necessary to have long-term treatments at the rate of 1 to 4 doses per day, in accordance with 
the physiological requirements of each particular patient. Generally, the active product may be 
administered orally 1 to 4 times per day. Of course, for some patients, it will be necessary to prescribe 
10 not more than one or two doses per day. 

Coix^ounds of formula (be) of the invention may be prepared by the application or adaptation of 
known methods, by which is meant methods used heretofore or described in the literature, for exan^le 
(hose described by R.C.Larockin Comprehensive Organic Transformations, VCH publishers, 1989. 

15 

In the reactions described hereinafter it may be necessary to protect reactive functional groups, for 
cxanq)le hydroxy, amino, imino, thio or carboxy groups, where these are desired in the final product, to 
avoid their unwanted participation in the reactions. Conventional protecting groups may be used in 
accordance with standard practice, for examples see T.W. Greene and P.G.M.Wuts in "Protective 
20 Groups in Organic Chemistry" John Wiley and Sons, 199 1 . 

Compounds of formula (Ix) wherein W, X, Y, Z and are as hereinbefore defined for compounds of 
formula (Ix) and A5 is H, may be prepared by reaction of compounds of formula (IIx):- 



25 



in which W, X, Y and Z are as hereinbefore defined for compounds of formula (Ix), with acids of 
formula (HIx):- 

30 R— CO^H (IIIx) 



in which is as hereinbefore defined for compounds of formula (Ix), at a temperature at about 160°C. 
Alternatively the reaction may (i) be carried in the presence of hydrochloric acid at about reflux 
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terq)erature, or polyphosphoric acid at a temperature at about 160°C or (ii) be carried out in a 
microwave oven. 

Compounds of formula (be) wherein W, X, Y, Z and R} are as hereinbefore defmed and A5 is H, may 
5 be prepared by reaction of compounds of formula (IIx) in which W, X, Y and Z are as hereinbefore 
defined for compounds of formula (Ix), with aldehydes of formula (IVx)> 

R^— CHO (IV^) 



10 in which is as hereinbefore defined for compounds of formula (Ix), in the presence of in inert 
solvent, such as dimethylformamide or nitrobenzene, and at a tenq)erature up to about 145**C. 
Alternatively the reaction may (i) be carried in the presence of sodium bisulfite at a temperature at 
about reflux te^^)erature or (ii) be carried out in a microwave oven at a ten^)erature up to about 200®C. 

15 Compounds of formula (Ix) wherein W, X, Y, Z and r1 are as hereinbefore defmed for compounds of 
formula (Ix) and A5 is H, may be prepared by cyclisation of compounds of formula (Vx):- 



.Z^ ^NH, 



20 wherein W, X, Y, Z and R^ are as hereinbefore defined ifor compounds of formula (Ix). The 

cyclisation may be carried out by heating in the presence of an acid catalyst, such as acetic acid, and at 
a temperature up to about 120°C. 

Compounds of formula (Ixa) wherein W, X, Y and Z are as hereinbefore defined for compounds of 

25 formula fix) and R^ is d I » in which R^ is as hereinbefore defined for compounds of 

R^ 

formula (Ix), R^is hydrogen and R^ is SR'^, i.e. compounds of formula (Ixaa), may be prepared as 
shown in scheme L 
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Scheme 1 




(Ixaa) 
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For example diamines of formula (IIx), wherein W, X, Y and Z are as hereinbefore defined for 
compounds of formula (Ix), may be treated, in Step 1 , with formic acid in the presence of hydrochloric 
acid at a temperature at about 50°C. The imino group of the resulting compounds of formula (VIx) 
wherein W, X, Y and Z are as hereinbefore defined for compounds of formula (Ix), may then be 

5 protected, in Step 2, with a suitable protecting group, for example when this is a 

2-{trimethylsDanyI)ethoxymethyl group the protection is conveniently carried out by (i) reaction with 
sodium hydride in dimethylformamide then (ii) reaction with 2-{trimethylsilanyi)ethoxymethyl 
chloride. The resulting conipounds of formula (VIIx), wherein W, X, Y and Z are as hereinbefore 
defined for compounds of formula (Ix) and ^ is a suitable protecting group, such as a 

10 2-(trimethylsilanyl)ethoxymethyl group, may then be treated, in Step 3, with (i) lithium 

diisopropylamide, in an inert solvent, such as tetrahydrofuran, and at a ten:5)erature at about -78*'C, 
then (ii) acetamides of formula r9.C(=0)-N(CH3)2 [in which is as herembefore defined for 
compounds of formula (Ix)]. The resulting compounds of formula (Xx), wherein W, X, Y, Z, R^ and 
r1 1 are as hereinbefore defined for compounds of formula (Ix), [alternatively prepared by (i) reaction 

15 of diamines of formula (Tlx) with p-hydroxy-acids of formula R^CH2CH(OH)C02H [in which R^ is as 
hereinbefore defined for compounds of formula (Ix)], in Step la, at a temperature at about TO^'C, (ii) 
oxidation, in Step 2a, of the resulting compounds of formula (VIIIx) with manganese dioxide in an 
inert solvent, such as chloroform, and at a temperature at about 60°C and<iii) protection of the imino 
group, in Step 3a, as described in Step 2 above)] may then be treated, in Step 4, with (i) sodium tertiary 

20 butoxide, in an inert solvent, such as benzene or tetrahydrofuran, at -5°C, then (ii) carbon disulfide and 
then (Hi) conq)Ounds of formula R^-X^ [in which R^ is as hereinbefore defined for compounds of 
formula (Itc)] and X^ is halo. The resulting compounds of formula (XIx), wherein W, X, Y, Z, R"^, R^ 
and R^ ^ are as hereinbefore defined for compounds of formula (Ix), may then be treated, in Step 5, 
with hydrazine, in an inert solvent, such as ethanol, and at a ten^erature firom about room temperature 

25 to about reflux temperature. The resulting compounds of formula (XIIx), wherein W, X, Y, Z, R^, R^ 
and r1 ^ are as hereinbefore defined for conq)ounds of formula (be), may then be deprotected {for 
exairiple when r1 Us a 2-(trimethylsilanyl)ethoxyme*hyl groiq) by treatment with hydrochloric acid in 
an inert solvent, such as ethanol, and at a tenoperature bom about room temperature to about reflux 
tenq)erature}, in Step 6, to liberate the pyrazoles of general formula (bcaa), wherein W, X, Y, Z, 

30 and R^ are as hereinbefore defined for compounds of formula (be). Compounds of formula (XIx) in 
which r1 Us a tetrahydropyran-2-yl protecting group may be deprotected by treatment with an acid, 
such as p-toluenesulfonic acid, in water at reflux tenq)erature and subsequently treated with hydrazine, 
in an inert solvent, such as ethanol, and at a temperature firom about room temperature to about reflux 
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temperature to give pyrazoles of general formula (Ixaa), wherein W, X, Y, Z, and are as 
hereinbefore defined for conipounds of formula (Ix). 

Compounds of formula (Lx) wherein W, X, Y and Z are as hereinbefore defined for compounds of 

\^R» 

5 formula (Ix) and A5 is H, and R^ is — ^ \^ , in vAnch BP is as hereinbefore defined for 

compounds of formula (Ix), R^is hydrogen and R^ is OR^, i.e. compounds of formula (Ixab), may be 
prepared as shown in scheme 2. 

Scheme 2 




(Ixab) 

10 For example con^unds of formula (XIx), wherein W, X, Y, Z, R^, R^ ^ are as hereinbefore defined 
for compounds of formula (Ix), and R^ is lower alkyl, may be treated, in Step 1, with the sodium salt of 
an alcohol of formula R^-OH (in which R"* is lower alkyl), such as sodium ethoxide, followed by 
treatment with hydrazine as described hereinabove for scheme 1. The resulting compounds of formula 
(Xnix), wherein W, X, Y, Z, R^, R^ and R^ ^ are as hereinbefore defined for compounds of formula 

15 (Ix), may then be deprotected [for example when r1 ^ is a 2-(trimethylsilanyl)etiioxymethyl group by 
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treatment with trifluoroacetic acid at about 50°q, in Step 2, to liberate the pyrazoles of general 
formula (Ixab). 

Compounds of formula (be) wherein W, X, Y and Z are as hereinbefore defined for compounds of 



5 formula (Ix) and A5 is H, and is 




, in which is as heteihbefore defined for 



compounds of formula (Ix), R'^is hydrogen and R^ is -NY W^, i.e. compounds of formula (Ixac), may 
be prepared as shown in scheme 3. 



Scheme 3 



R" 
(XIx) 



SR^ 




NH 



Step 1 



Steps 




ny'y^ 



10 



(Ixac) 



(XVx) 



For example compounds of formula (XIx), wherein W, X, Y, Z, R^ and R^ 1 are as hereinbefore 
defined for compounds of formula (Ix), and R^ is lower alkyl, may be treated, in Step 1, with an amine 
of formula HNY^ Y- [in which Y^ and Y2 are as hereinbefore defined for compounds of formula (Ix)], 
e.g. moipholine. The resulting compounds of formula (XIVx), wherein W, X, Y, Z, R^, R^ ^ Y^ and 
15 y2 are as hereinbefore defined for conqjounds of formula (Ix), and R'* is lower alkyl, may then be 

treated, in step 2, with hydrazine as described hereinabove for scheme 1. The resulting compounds of 
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fonnula (XVx), wherein W, X, Y, Z, R^, r1 1, and Y^ are as hereinbefore defined for compounds 
of formula (Ix), may then be deprotected as described hereinabove, in Step 3, to Uberate the pyrazoles 
of general formula (Ixac). 

5 Compounds of formula (Ix) wherein W, X, Y and Z are as hereinbefore defined for compounds of 



formula (Lc) and A5 is H, and is 



prepared as shown in scheme 4. 




, i.e. Gonq>ounds of formula (Ixad), may be 



Scheme 4 



10 



Rl ^ 



(XIx) 



,SR' 
'SR* 



Step 1 



R" 
(XVIx) 



Step 2 




(Ixad) 



For example compounds of formula (XIx), wherein W, X, Y, Z, R^ and R^^ arc as hereinbefore 
defined for compounds of formula (Ix), and R^ is lower alkyl, may be treated, in Step 1, with 
' hydroxylamine in the presence of sodium methoxide and in methanol at reflux temperature. The 
resulting compounds of formula (XVIx), wherein W, X, Y, Z, R^, r9 and R^ 1 are as hereinbefore 
15 defined for compounds of formula (Ix), may then be deprotected as described hereinabove, in Step 2, to 
liberate the isoxazoles of general formula (Ixad). 
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Gompounds of the invention of formula (Ix) may also be prepared by interconveision of other 
compounds of the invention. 

Thus, for example, compounds of formula (Ix) containing a carboxy group may be prepared by 
5 hydrolysis ofthe corresponding esters. The hydrolysis may conveniently be carried out by alkaline 
hydrolysis using a base, such as an alkali metal hydroxide, e.g. lithium hydroxide, or an alkali metal 
carbonate, e.g. potassium carbonate, in the presence of an aqueous/organic solvent mixture, using 
organic solvents such as dioxan, tetrahydrofitran or methanol, at a ten^eratmre from about ambient to 
about reflux. The hydrolysis ofthe esters may also be carried out by acid hydrolysis using an inorganic 
10 acid, such as hydrochloric acid, in the presence of an aqueous/inert organic solvent mixture, using 
organic solvents siich as dioxan or tetrahydrofuran, at a ten^erature from about 50°C to about 80**C. 

As another example compounds of formula (be) containing a carboxy group may be prepared by acid 
catalysed removal ofthe tert-hutyl group of the corresponding ter^-butyl esters using standard reaction 
15 conditions, for exanQ5)le reaction with trifluoroacetic acid at a temperature at about room temperature. 

As another example compounds of formula (be) containing a carboxy group may be prepared by 
hydrogenation ofthe corresponding benzyl esters. The reaction may be carried out in the presence of 
ammonium formate and a suitable metal catalyst, e.g. palladium, supported on an inert carrier such as 
20 carbon, preferably in a solvent such as methanol or ethanol and at a temperature at about reflux 

temperature. The reaction may alternatively be carried out in the presence of a suitable metal catalyst, 
e.g. platinum or palladium optionally supported on an inert carrier such as carbon, preferably in a 
solvent such as methanol or ethanol. 

25 As another example compounds of formula (be) containing a carboxy group may be prepared by 

treatment of compounds of formula I(x) containing a cyano group with hydrochloric acid in acetic acid 
at a temperature at about lOO^C. 

As another example ofthe interconversion process, compounds of formula (bt) containing a 
30 -C(=0)-NY1y2 group may be prepared by reaction of compounds of formula (be) containing a carboxy 
group with an amine of formula HNY^ to give an amide bond using standard peptide coupling 
procedures, for examiple coupling in the presence of 1 -(3-<limethylaniinopropyl)-3-ethylcarbodiimide, 
hydroxybenzotriazole and di-isopropylethylamine in an inert solvent; such as dimethylformamide and a 
temperature up to about 80°C. The reaction may alternatively be carried out in the presence of 
35 0-(7-a2abenzotriazol-l-yl)-l,l,3,3-tetramethyluTonium hexafluorophosphate and triethylamine (or 
diisopropylethylamine) in tetrahydrofuran (or dimethylformamide) at room teniperature. 
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As another example of the interconversion process, compounds of formula (Ix) cbntammg a 
-NH-C(=0)-R4 group may be prepared by: (i) coupling corapoimds of formula (Ix) containing an 
amino group with acids of fprmula R^-C02H using standard <:oupling conditions as described above; 
5 or (ii) by reaction of compoimds of formula (Ix) containing an amino group with acid chlorides of 
formula R^-C(=)0-C1 in the presence of a tertiary base, such as di-isopropylethylamine, in an inert 
solvent, such a dichloromethane, and at a temperature at about room temperature. In some instances a 
bis-acylated derivative is obtained by reaction of compounds of formula (Ix) containing an amino 
group and in which A5 is H, with acid chlorides of formula r4-C(-)0-CL These bis-acylated 

10 derivatives may be converted to compounds of formula (Jx) containing a -NH-C(=0)-R^ group and in 
which A5 is H, by treatment with potassiim hydroxide in aqueous methanol at a temperature at about 

As another example of the interconversion process, compounds of formula (Ix) wherein R^ is a 
Rt 

15 pyrazolyl moiety — — ^ I in which and R^togethw with the caibon atoms to which diey 

are attached form a 5 or 6 membered heterocyclic ring containing a NY^ group (where is 
-C(0)R'^) may be prepared by reaction of compounds of formula (Ix) wherein r1 is a pyrazolyl 




in which R^ and R^ together with the carbon atoms to which they are 



attached form a 5 or 6 membered heterocyclic ring contammg a group (where is hydrogen) 
20 with acid chlorides of formula R'^-C(=0)-C1 in the presence of a tertiary base, such as 

di-isopropylethylamine, in an inert solvent, such a dichloromethane, and at a ten[q)erature at about room 
temperature. 
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As another example of the interconversion process, compounds of formula (Ix) wherein is a 



pyrazolyl moiety \ in which and together with the carbon atoms to which they 

V 

ate attached form a 5 or 6 membered heterocyclic ring containing a NY^ group (where is 
-C(«0)NY1 Y^) may be prepared by reaction of compounds of formula Qx) wherein R^ is a pyrazolyl 




5 moiety — I in which R^ and R^ together with the carbon atoms to which they are 

attached form a 5 or 6 membered heterocyclic ring containing a NY^ group (where Y^ is hydrogen) 
with carbamoyl chlorides of formula Y^ y2n-C(=0)-C1 in the presence of a tertiary base, such as 
diisopropylethylamine, in an inert solvent, such a dichloromethane, and at a temperature at about room 
temperature. 

10 

As another example of the interconversion process, compounds of formula (Ix) wherein is a 




pyrazolyl moiety — ^ I in which R^ and R^ together with the carbon atoms to which they 



are attached form a 5 or 6 membered heterocyclic ring containing a NY^ group (where Y^ is 
-C(=0)OR'^) may be prepared by reaction of compounds of formula (be) wherein r1 is a pyrazolyl 



15 moiety 




in which R^ and R^ together with the carbon atonis to which they are 

V 

attached form a 5 or 6 membered heterocyclic ring containing a NY^ group (where Y^ is hydrogen) 
with chloroformates of formula r4o-C(=0)-C1 in the presence of a tertiary base, such as 
diisopropylethylamine, in an inert solvent, such a dichloromethane, and at a temperature at about room 
temperature. 



20 
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As another example of the interconversion process, conapounds of formula (be) wherein is a 



\ .R' 




pyrazolyl moiety | in which and together with the carbon atoms to which they 



V 



are attached form a 5 or 6 membered heterocyclic ring containing a NY^ group (where is -SO2R'*) 
may be prepared by reaction of compounds of formula (be) wherein R^ is a pyrazolyl moiety 



5 




in which R^ and R^ together with the carbon atoms to which they are attached form 



a 5 or 6 membered heterocyclic ring containing a NY^ group (where Y^ is hydrogen) with sulfonyl 



chlorides of formula r4s02-C1 in the presence of a tertiary base, such as diisopropylethylamine, in an 
inert solvent, such a dichloromethane, and at a temperature at about room temperature. 

10 As another example of the interconversion process, compounds of formula (Ix) containing a 

-NH-C(=0)-R4 group, m which R^ is alkyl substituted by NY^ Y^, may be prepared by (i) coupling 
compounds of formula (Ix) containing an amino group with the appropriate chloroalkyl acid chloride, 
in the presence of a tertiary base, such as di-isopropylethylamine, in an mert solvent, such a 
dichloromethane, and at a temperature at about room temperature, followed by (ii) reaction with an 

15 amine of formula HNY^ Y^. 

As another example of the interconversion process, compounds of formula (Ix) containing a 
-N(R^)C(=0)NY1 Y^ group [in which R^ is hydrogen, Y^ is hydrogen and Y^ is alkenyl, aryl, 
cycloallq^l, heteroaryl, or optionally substituted alkyl] may be prepared by reaction of compounds of 
20 formula (Ix) containing an amino group with isocyanates of formula Y^N^OO [in which Y^ is 
alkenyl, aryl, cycloallg^l, heteroaryl, or optionally substituted allgrl], in an inert solvent, such as 
tetrahydrofuran, and at a temperature at about room tenq)erature. 

As another example of the interconversion process, compounds of formula (Ix) contaming a 
25 -N(R^)C(=0)NY1 Y^ group [in which R^ is hydrogen] may be prepared by reaction of con:Q)Ounds of 
formula (Ix) containing an amino group with 1, l-carbonyldiimidazole in an inert solvent such as 
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tetrahydrofuran and at a temperature at about 60°C followed by reaction with an amine of formula 
HNY1y2 

As another example of the interconversion process, compounds of formula (Ix) containing an amino 
5 group may be prepared by reduction of the corresponding compounds of formula (be) containing a nitro 
group. For example, the reduction may conveniently be carried out by hydrogenation in the presence 
of a suitable metal catalyst, e.g. platinum or palladium optionally supported on an inert carrier such as 
carbon, preferably in a solvent such as methanol or ethanol. The reduction may also conveniently be 
carried out by means of reaction with tin chloride, in an inert solvent, such as methanol or ethanol, and 
10 at a temperature at about reflux temperature. Alternatively the reaction with tin chloride may be 
carried out in a microwave oven at a temperature at about I40^C 

As another example of the interconversion process, compounds of formula (Ix) containing a -CH2OH 
group may be prepared by the reduction of corresponding coixq)ounds of formula (be) containing a 
15 -CHO or -C02lower alkyl group. For example, the reduction may conveniently be carried out by 

means of reaction with lithium aluminium hydride, in an inert solvent, such as tetrahydrofuran, and at a 
temperature from about room temperature to about reflux temperature. 

As another example pf the interconversion process, compounds of formula (Ix) containing a 
20 -CH(0H)R4 group may be prepared by treating compounds of formula (ix) containing a -C(=0)R'^ 
gjroup with diisobutylaluminium hydride, in an inert solvent, such as tetrahydrofuran, and at a 
temperature from about -78°C to about room ten^)erature. 

As another example of the interconveraion process, compounds of formula (be) in ^^ch is aryl or 
25 heteroaiyl substituted by hydroxy may be prepared by reaction of the corresponding compounds of 
formula (Ix) in w4iich R^ is aryl or heteroaryl substituted by methoxy with a Lewis acid, such as boron 
tribromide, in an inert solvent, such as dichloromethane, and at a temperature from about 0°C to about 
room temperature. 

30 As another example of the interconversion process, compounds of formvda (be) contaming sulfoxide 
linkages may be prepared by the oxidation of corresponding compoimds containing -S- linkages. For 
example, the oxidation may conveniently be carried out by means of reaction with a peroxyacid, e.g. 
3-chloroperbenzoic acid, preferably in an inert solvent, e.g. dichloromethane, preferably at or near 
room temperature, or alternatively by means of potassium hydrogen peroxomonosulfate in a medium 
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such as aqueous methanol, buffered to about pH 5, at temperatures between about O^C and room 
temperature. This latter method is preferred for confounds containing an acid-labile group. 

As another example of the interconversion process, compounds of formula Qx) containing sulfone 
5 linkages may be prepared by the oxidation of corresponding compounds containing -S- or sulfoTude 
linkages. For example, the oxidation may conveniently be carried out by means of reaction with a 
peroxyacid, e.g. 3-chlor6perbenzoic acid, preferably in an inert solvent, e.g. dichloromethane, 
preferably at or near roond temperature. 

10 As another example of the interconversion process, compounds of formula Qx) containing a cyano 
group may be prepared by reaction of the corresponding compounds of formula (Ix)<)ontaining a 
.C(=Q)-NH2 group with phosphorus pcntachloride in the presence of triethylamine. The reaction may 
conveniently be carried out in an inert solvent, such as tetrabydrofuran, and at a temperature at about 
reflux temperature. 

15 

As another example of the interconversion process, compounds of formula (Ix) containing a 
-C('=0)-NH2 group may be prepared by reaction of the corresponding compounds of formula (Ix) 
containing a cyano group with hydrogen peroxide in the presence of sodium hydroxide. The reaction 
may conveniently be carried out in methanol at a temperature at about room temperature. Alternatively 
20 con^)ounds of formula (Ix) containing a -C(=0)-NH2 group may be prepared by reaction of the 

corresponding compounds of formula (Ix) containing a cyano group with hydrochloric acid in acetic 
acid at a tenqjerature from about 80°C to about lOCC 

As another example of the interconversion process, compounds of formula (Ix) containing a tetrazolyl 
25 group may be prepared by reaction of the corresponding compounds of formula (Ix) containing a cyano 
group with azidotributyltin. The reaction may conveniently be carried out in an inert solvent, such as 
toluene, and at a temperature at about reflux temperature. 

According to a further feature of the invention, acid addition salts of the confounds of this invention 
30 may be prepared by reaction of the free base with the appropriate acid, by the application or adaptation 
of known methods. For example, the acid addition salts of the conqjounds of this invention may be 
prepared either by dissolving the free base in water or aqueous alcohol solution or other suitable 
solvents containing the appropriate acid and isolating the salt by evaporating the solution, or by 
reacting the free base and acid in an organic solvent, in which case the salt separates directly or can be 
35 obtained by concentration of the solutioiL 
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Compounds of this invention can be regenerated from their acid addition-salts by the application or 
adaptation of known methods. For example, parent compounds of the invention can be regenerated 
from their acid addition salts by treatment with an alkali, e.g. aqueous sodium bicarbonate solution or 
aqueous ammonia sohition. 

5 

According to a further feature of the invention, base addition salts of the compounds of tfiis invention 
may be prepared by reaction of the free acid with the appropriate base, by the application or ad^tation 
of known methods. For example, the base addition salts of the compounds of this invention may be 
prepared either by dissolving the free acid in water or aqueous alcohol solution or other suitable 
10 solvents containing the appropriate base and isolating the salt by evaporating the solution, or by 

reacting the free acid and base in an organic solvent, in which case the salt separates directly or can be 
obtained by concentration of the solution. 

Compounds of this invention can be regenerated from their base addition salts by the application or 
15 adaptation of known methods. For example, parent compounds of the invention can be regenerated 
from their base addition salts by treatment with an acid, e.g. hydrochloric acid. 

Compounds of the present invention may be conveniently prepared, or formed during the process of the 
invention, as solvates (e.g. hydrates). Hydrates of compounds of the present invention may be 
20 conveniently prepared by recrystallisation from an aqueous/oiganic solvent mixture, using organic 
solvents such as dioxan, tetrahydrofriran or methanol. 

The starting materials and intermediates may be prepared by the application or adaptation of known 
methods, for example methods as described in the Reference Exanq)les or their obvious, chemical 
25 equivalents. 

Intermediates of formula (IIx), wherein W, X, Y and Z are as hereinbefore defined for compounds of 
formula (Ix), may be prepared by reduction of the corresponding nitro compounds of formula (1): 



30 




wherein W, X, Y and Z are as hereinbefore defined for compounds of formula <Ix). For example, the 
reduction may conveniently be carried out by means of reaction with tin chloride, in an inert solvent. 
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such as methanol or ethanol, and at a temperature at about reflux temperature. Alternatively the 
reaction may be carried out in a microwave oven at a temperature at about 140°C. 

Intermediates of formula (IIx), wherein W, X, Y and Z are as hereinbefore defined for compounds of 
5 formula (Ix), may also be prepared by reduction of the corresponding dinitro compounds of formula 
(2): 




(2) 



10 wherein W, X, Y and Z are as hereinbefore defined for compounds of formula (Ix), with tin chloride as 
above. 

Nitro compounds of formula (l), wherein W is CH, X is C-R2, Y is C-R^ and Z is CH (in which is 
as hereinbefore defmed for compounds of formula (Ix)], may be prepared from the corresponding 
15 anilines of formula (3) 



wherein X is C-r2 and Y is C-R^ [in which R^ is as hereinbefore defmed for compounds of formula 
20 (Ix)3, by (i) reaction with acetic anhydride in the presence of triethylamine, in an inert solvent, such as 
dichloromethane, and at a temperature from about 0°C to about room temperature, (ii) reaction with 
nitric acid in the presence of acetic acid and acetic anhydride at a temperature at about -5**C and (iii) 
reaction with an alkali metal alkoxide, such as sodium methoxide, in methanol and at room 
temperature. 

25 

Nitro con5)Ounds of formula (1), wherein W is CH. X is OR^ (in which r2 is all^l), Y is C-R^ (in 
which R^ is an aryl or heteroaryl group) and Z is CH may be prepared by reaction of confounds of 
formula (4): 
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(4) 



wherein X is C-R^ (in which is all^l) and X2 is brorao or iodo, with an aryi (or heteroaryl) boionic 
5 acid in the presence of a suitable catalyst, such as tetrakis(triphenylphosphine)palladium, in an inert 
solvent, such as tetrahydrofiiran, and at a temperature at about 85°C. 



10 



Intermediates of formula (IIIx), wherein is ^ I in which R'^ is hydrogen, R^ is alkyl 

and R^ is hydrogen or alkyl may be prepared by reaction of confounds of formula (5): 




COjEt 



(5) 



15 



wherein R^ is alkyl and R^ is hydrogen, with hydrazine m the presence of acetic acid at reflux 
temperature, followed by hydrolysis. 



Intermediates of formula (IIIx), wherein rMs | ^ 




in which R^ is hydrogen and R^ and 



R^ together with the carbon atoms to which they are attached form a 5, 6 or 7 membered carbocyclic 
ring may be similarly prepared by reaction of compounds of formula (5) wherein and R^ together 
with the carbon atoms to which they are attached form a 5, 6 or 7 membered carbocyclic ring, with 
20 hydrazine, followed by hydrolysis. 
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Intermediates of formula (mx), wherein r1 is I ^ in which is hydrogen, r1 3 is 



R'^ 



alkyl and is O, S, SO2. or NY^ (where is r4 -C(=0)R4, -C(=0)NY1 y2 ^(=0)0R4 or 
-S02R^) niay be similarly prepared by reaction of conq>ounds of formula (6): 




COjEt 

(6) 
5 

wherein r13 is alkyl and is O, S. SO2, or NY^ (where is R^, -C(=0)r4, .C(=0)NY1 Y^, 
.C(«=0)0R4 or -S02R^), with hydrazine, followed by hydrolysis. 

Compounds of formula (5). wherein is alkyl and R^ is hydrogen, may be prepared by reaction of 
10 cono^ounds of formula (7): 

° (7) 

wherein is alkyl, with diethyl oxalate, in the presence of an alkali metal alkoxide, such as sodium 
15 ethoxide, in an inert solvent, such as ethanol, and at a temperature at about 60°C 

Compounds of formula (5), wherein R^ and R^ together with the carbon atoms to which they are 
attached form a 5, 6 or 7 membered carbocyclic ring may be similarly prepared by reaction of 
cyclopentanone, or cyclohexanone, with diethyl oxalate, 

20 

Compounds of formula (6), wherem r13 is alkyl and is O, S, SO2, or NY^ (where Y^ is R^, 
-C(=0)r4, -C(=0)NY1 Y^, -C(=0)OR^ or -S02R'^) may be similarly prepared by reaction of 
compounds of formula (8): 
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(8) 

wherein Ri3 is alkyl and Xl is O, S, SO2, or NY^ (where is r4 -C.(=0)R'^, .C(=0)NY1 y2 
-C(=0)OR'* or -SO2R'*), with diethyl oxalate. 

5 Intermediates of formula (IVx), wherein R^ is as hereinbefore defined for compounds of formula (be), 
may be prepared by oxidation of compounds of formula (9): 

RI-CH2OH (9) 

10 wherein R^ is as hereinbefore defined for compounds of fonnula (Ix). The oxidation coay conveniently 
be carried out with manganese dioxide, or pyridinhim chlorochromate, in an inert solvent, such as 
chloroform, or dichloromethane, and at a temperature at about 60°C. This procedure is particularly 




15 



suitable for intermediates of formula (IVx) wherein r1 is r"\ 0^ which R^^ and p 



are as hereinbefore defined). 

Compounds of formula (9), wherein rMs as hereinbefore defmed for compounds of fonnula (Ix), may 
be prepared by reduction of acids of formula (10): 

RI.CO2H (10) 

20 wherein R^ is as hereinbefore defined for compounds of formula (Ix). The reduction may conveniently 
be carried out with lithium alimiinium hydride, in an inert solvent, such as tetrahydrofiiran, and at a 
temperature at about room temperature. 

Compounds of formula (9), wherein R^ is as hereinbefore defined for compounds of formula (Ix), may 
25 be prepared by reduction of alkyl esters of formula (10a): 



Rl.C02alkyl 
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wherein is as hereinbefore defined for compounds of formula (Ix). The reduction may conveniently 
be carried out with lithium aluminium hydride, in an inert solvent, such as tetrahydrofuran, and at a 
temperature at about room temperature. 

5 

Acids of formula (10), wherein is 

defined), may be prepared by reaction of indole-diones of formula (1 1): 




(11) 



10 

wherein rI^ and p are as hereinbefore defmed, with (i) sodium hydroxide at 50°C,<ii) sodium nitrite 
then sulfuric acid at 5°C and (ill) tin (II) chloride. 

Indole-diones of formula (11), wherein rI^ is as hereinbefore defined and p is one, may be prepared 
15 by reaction of conqjounds of formula (12): 




wherein rI^ is as hereinbefore defined, with polyphosphoric acid at a temperature at about 80°C. 

20 

Compounds of formula (12), wherein rI^ is as hereinbefore defmed, may be prepared by reaction of 
anilines of formula (13): 




(in which rI^ and p are as herembefore 
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wherein R^^ is as hereinbefore defined, widi chloral hydrate and hydroxylamine in the presence of 
hydrochloric acid at a temperature at about 80**C. 

5 

Intermediates of formula (Vx). wherein W, X, Y, Z and are as hereinbefore defined for compounds 
of formula (Ix), may be prepared by reaction of compounds of fonnuia(l) with acid chlorides of 
foraiula r1-C(=0)-C1, optionally in the presence of a tertiary base, such as pyridine, and in an inert 
solvent, such as dichloromethane, at a temperature at about room temperature. 

10 

The following references are also cited, which may be used for the preparation of benzimidazoles, 

pyrazoles or indazoles in the context of the present invention: 

- G. R Newkome, W.W. Paudler, Comtemporary Heterocyclic Chemistry, Syntheses, Reactions and 
Applications, J. Wiley, 1982 

15 - Preston, Heterocyclic Compounds, Benzimidazoles and congeneric tricyclic compounds, J. Wiley, 
1981 

- Behr, Fusco, Jarboe, Heterocyclic Compounds, Pyrazoles, Pyrazolines, Pyrazolidines, indazoles and 
condensed rings, J. Wiley, 1967, 

20 The following schemes, schemes 5 to 1 3, illustrate the synthesis of specific examples within the 

specification using the processes hereinbefore described with the use of appropriate protecting groups 
where necessary. 
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Example 19 



wo 03/035065 



PCT/GB02/04763 



-268- 

Scheme 7 





EtO N-'^" 












nitrobenzene, 145*C 








or 

NaHSOa. DMF. reflux 






H 








Example 23 





Scheme 8 




Example 1 
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Scheme 9 




Example 256(a) . 
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Scheme 10 




Example 248(m} 



wo 03/035065 



PCT/GB02/04763 



-271- 

Scheme 1 1 









NH, 
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Example 2S6(c) 






Scheme 12 
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The present invention is further exemplified but not limited by the following illustrative Examples and 
Reference Examples. 

400M Hz 1h nuclear magnetic resonance spectra (NMR) were recorded on a Varian Unity INOVA 
machine. In the nuclear magnetic resonance spectra (NMR) the chemical shifts (5) are expressed in 
ppm relative to tetramethylsilane. Abbreviations have the following significances: s = singlet; d = 
doublet; t = triplet; m.= multiplet; q « quartet; dd = doublet of doublets; ddd = doublet of double 
doublets. 

The thin layer chromatography (TLC) Rp values were determined using Merck silica plates. 

High Pressure Liquid Chromatography - Mass Spectrometry (LC-MS) conditions for determination of 

retention times (Rj) and associated mass ions were as foUows:- 

METHODA: 

Mass Spectrometer (MS) - LCT Time-of-Flight (Micromass UK Ltd) Serial No. KA014 
[Ionization Mode: Electrospray (Positive Ion); Scan: Tof MS (Full Scan m/z 100 - 1200, sum 
for 0.4 s @ 50us/scan) Centroid Mode] . Liquid Chromatograph (LC): Hewlett Packard 
HPl 100 Series Binary Pump (Serial # US80301343)& Deg^sser (serial # JP73008973). 
Hypersil BDS G-18, 3fi (4.6mm x 50mm), Reverse Phase Column operated under gradient 
elution conditions using (A) water containing 0.05% trifluoroacetic acid and (B) acetonitrile 
containing 0.05% trifluoroacetic acid as the mobile phase (gradient: 0.00 mmutes, 100%A; 
Imear gradient to 100% B at 2 minutes; then hold until 1.5 minutes); flow rate Iml/minute to 
column & to UV detector, flow split after UV detector such that 0.75ml/minute to ELS 
detector and 0.25ml/minute to mass spectrometer; injection volume lO^il; Auxiliary Detectors: 
(i) Hewlett Packard Model HPl 100 Series UV detector (serial # JP73704703) wavelength = 
220nm; (ii) Sedere (France) Model SEDEX 75 Evaporative Light Scattering (ELS) detector 
(serial # 9970002A); temperature = 46*^0, Nitrogen pressure = 4bar; Autosampler / Injector: 
Gilson Model 215 Liquid Handler with Model 819 injection valve (serial # 259E8280). 
METHOD B: 

Waters Symmetry C8 3.5|im HPLC column operated under gradient conditions with mixtures 
-of (A) water containing 0. 1 % formic and (B) acetonitrile containing 0.1% formic acid as the 
mobile phase (gradient: 0.00 mmutes, 95%A:5%B; 0.75minutes, 95%A:5%B; 3.00 minutes 
100%B; 4.00 minutes 100%B; 4.25 minutes 95%A:5%B); flow rate 1.5ml/minute with 
approximately 200p.l/minute split to the Mass Spectrometer; injection volume 20|al; in line 
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Diode Array (210-300nni), in line Evaporative light scattering {ELS) detection ELS - 
temperature 40**C, Gain 7 - LSml/minute; Source temperature 150°C. 
METHOD C: 

Waters Symmetry C8 3,5\m HPLC column operated under gradient conditions with mixtures 
of (A) water containing lOmM ammonium acetate and (B) methanol containing lOmM 
ammonium acetate as the mobile phase (gradient : 0.00 minutes, 95%A:5%B; 0.75minutes, 
95%A:5%B; 3.00 minutes 100%B; 4.00 minutes 100%B; 4.25 minutes 95%A:5%B); flow rate 
LSml/minute with approximately 200|J.l/minute split to the Mass Spectrometer; injection 
volume 20jil; in line Diode Array (210-300nm), in line Evaporative light scattering (ELS) 
detection ELS - temperature 40**C, Gain 7 - 1.5ml/minute; Source ten:^>eratuIe ISO^C. 
METHOD D: 

C8 Phenomenex Luna 5\\m (250 x 4.6mm) HPLC column operated under gradient conditions 
with mixtures of (A) methanol containing lOmM ammonium acetate and (B) water containing • 
lOmM ammonium acetate as the mobile phase (gradient: 0 to 2 minutes 10%A:90%B; 2 to 23 
minutes ramp up to 100%A; 23 to 30 minutes 100%A; 30 to 37 minutes 10%A:90%B); flow 
rate Iml/minute. 

METHOD E: 

Mass Spectrometer (MS) - LCT Time-of-Flight (Micromass UK Ltd) Serial No. KA014 
20 [Ionization Mode: Electrospray (Positive Ion); Scan: Tof MS (Full Scan m/z 100 - 1200, sum 

for 0.4 s @ 50us/scan) Centroid Mode]. Liquid Chromatograph (LC): Hewlett Packard 
HPi 100 Series Binary Pump (Serial # US80301343)& Degasser (serial # JP73008973). 
Synergi 2U Hydro reverse phase 20X4 mm column, solvent A 0.1% trifluoroacetic acid in 
water; Solvent B 0. 1% trifluoroacetic acid in acetonitrile. Gradient 5%B at time 0 to 90% B at 
25 time 2 minutes to 100% B at 5 minutes; flow rate Iml/minute to column & to UV detector, 

flow split after UV detector such that 0.75ml/minute to ELS detector and 0.25ml/minute to 
mass spectrometer; injection volume lOpl; Auxiliary Detectors: (i) Hewlett Packard Model 
HPI 100 Series UV detector (serial # JP73704703) wavelength = 220nm; (ii) Sedere (France) 
Model SEDEX 75 Evaporative Light Scattering (ELS) detector (serial # 9970002A); 
30 temperature = 46°C, Nitrogen pressure = 4bar; Autosampler / Injector: Gilson Model 215 

Liquid Handler with Model 819 injection valve (serial # 259E8280). 

METHOD F: 

Agilent 1 100 Series HPLC with a YMC CombiScreen Pro CIS 5.5 [mi 4.6 mm by 33 mm 
35 reverse phase colunm using gradient elution with a mixture of (A) acetonitrile/0.1% 

trifluoroacetic acid and (B) water/0. 1% trifluoroacetic acid (5%A:95%B to 95%A:5%B over 



10 
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5.1 minutes) with a 1,2 mL/minute flow rate; Agilent 1 100 Series wellplate autosampler with 2 

injection; Agilent 1 100 Series diode array detector with 215, 254 and 300 nM wavelength 
detection; Hewlett Packard 1100 Series mass spectrometer withelectrospray and positive 
ionisation. 

5 

METHOD G: 

Rainin HPXL dual pump HPLC system with a Rainin Dynamax UV-D n detector for 254 nM 
wavelength, CI 8 Metachem Monochrom 10\xM (100 x 4.6inm) column using gradient elution 
with a mixture of (A) water with 0. 1% trifluoroacetic acid and<B) acetonitrile as the mobile 
10 phase (90%A: 10%B to 0%A in 12 minutes) with a flow rate of 1.0 ml/minute 

CI 8 Phenomenex Luna SjiM (150 x 4.6mm) column using gradient elution with a mixture of 
(A) methanol and (B) water with lOmM ammonium acetate as the mobile phase (0-2 minutes 
10%A:90%B; 2-25 minutes ramp up to 100%A; 25-32 minutes 100%A; 32-33 minutes 
10%A:90%B) with a flow rate of 1.0 ml/minute. 

15 

METHOD H: 

Waters Symmetry C8 3.5|jlM Colunm (50 x 4.6mm) using gradient elution with a mixture of 
(A) water/0.1% formic acid and (B) acetonitrile/0.1% formic acid (5%B:95%A to 100%B in 
3.5min, 100%Bfor 1 min, 100°/oB to 5%B:95%A inO.lmin, Equilibrate 5%B:95%A0.49 
20 minutes. Total run time 5 min)with a flow rate of L5mL/minute; Detection 210-300nM, 2nM 

range interval; Column Temp BO'^C; Mass Spec Quadrupole, Electrospray, cone voltage25V, 
+/- ion switching, centroid data, 140 to 850 Da , 0.6 sec scan, 0.4 sec inter scan delay. 

METHOD J: 

25 Waters Symmetry C8 3.5mM Column (50 x 4.6nmi) using gradient elution with a mixture of 

(A) 0.1% fonnic acid in water and (B) 0.1% formic acid in acetonitrile (5%B:95%A0.75 
minutes to 100%B in 4 minutes, 100%Bfor 0.5 minutes, 100%B to 5%B:95%A in 1 minute. 
Total run time 5 minutes with a flow rate of L5mL/minute; Detection 210-300nM, 2nM range 
interval; Column Temp 30°C; Mass Spec Quadnqiole, Electrospray, cone voltage25V, +/- ion 

30 switching, centroid data, 140 to 850 Da , 0.6 sec scan, 0.4 sec inter scan delay. 

METHODK: 

Waters Symmetry C8 3.5(i Column (50 x 4.6mm) using gradient elution with a mixture of (A) 
lOmM ammonium acetate in water and (B) lOmM ammonium acetate in methanol 
35 (5%B:95%A 0.75 minutes to 100%B in 4 minutes, 100%Bfor 0.5 minutes, 100%B to 

5%B:95%A in 1 minute, Total run time 5 min)with a flow rate of 1.5mL/minute; Detection 
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210-300nM, 2nm range interval; Column Temp 30**C; Mass Spec Quadrupole, Electrospray, 
cone voltage25 V, +/- ion switching, centroid data, 140 to 850 Da , 0.6 sec scan, 0.4 sec inter 
scan delay. 

METHOD L: 

Phenomenex Luna C18(2) 3pM Column (150 x 4.6mm) using gradient elution with a mixture 
of (A) 0,1% formic acid in water and (B) 0.1% formic acid in acetonitrile (20%B:80%A to 
100%B in 10 minutes, 100%Bfor 2 minutes, 100%B to 20%B:80%A in 0.5 minutes, 
20%B:80%A for 3.5 minutes, Total run time 16 minutes with a flow rate of l.OmL/minute; 
2 10-300nM, 220 and 254nM extracted and ELSD; Colunm Temp SO'^C; Mass Spec 
Quadnqpole, Electrospray, cone voltage25V, +/- ion switching, centroid data, 100 to 900 Da , 
0.6 sec scan, 0.4 sec inter scan delay, 

METHOD M: 

Phenomenex Luna CI 8(2) 3pM Column (150 x 4.6mm) using gradient elution with a mixture 
of (A) 0.1% formic acid in water and (B) 0.1% formic acid in acetonitrile (5%B:95%A to . 
60%B:40%A in 1 0 minutes, 60%B:40%A for 2 minutes, 60%B:40%A to 5%B:95%A in 0.5 
minutes, 5%B:95%A for 3.5 minutes. Total run time 16 minutes with a flow rate of 
l.OmL/minute; 210-300nM, 220 and 254nM extracted and ELSD; Column Temp 30°C; Mass 
Spec Quadrupole, Electrospray, cone voltage25V, +/- ion switching, centroid data, 100 to 900 
Da , 0.6 sec scan, 0.4 sec inter scan delay. 

METHOD N: 

Waters Symmetry C8 3.5jiM Column (50 x 4.6mm) using gradient elution with a mixture of 
(A) lOmM ammonium acetate in water and (B) lOmM anmionium acetate in methanol 
(5%B:95%A to 100%B in 3.5minutes, 100%Bfor 1 minute, 100%B to 5%B:95%A in 
O.lminute, Equilibtate 5%B:95%A 0.49 minutes, Total run time 5 nunutes)with a flow rate of 
1.5mL/minute; Detection 2 10-300nM, 2nM range interval; Column Temp 30^0; Mass Spec 
Quadmpole, Electrospray, cone voltage25V, +/- ion switching, centroid data, 140 to 850 Da , 
0.6 sec scan, 0.4 sec inter scan delay. 

METHOD P: 

Phenomenex Luna CI 8(2) 3|iiM Column (150 x 4.6mm) using ^dient elution with a mixture 
of (A) 10mm ammonium acetate in water and (B) 10mm ammonium acetate in methanol 
(5%B:95%A to 60%B:40%A in 10 minutes, 60%B:40%A for 2 minutes, 60%B:40%A to 
5%B:95%A in 0.5 minutes, 5%B:95%A for 3.5 minutes. Total run time 16 minutes with a flow 
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rate of l.OmL/minute; 210-300nM, 220 and 254nM extracted and ELSD; Column Temp 3(fC; 
Mass Spec Quadrupole, Electrospray, cone voltage25V, +/- ion switching, centroid data, 100 to 
900 Da , 0.6 sec scan, 0.4 sec inter scan delay. 



5 METHOD Q: 

Phenomenex Luna C18(2) 3\jM Column (150 x 4.6mm) using gradient elution with a mixture 
of (A) 10mm ammonium acetate in water and (B) 10mm ammonium acetate in methanol 
(20%B:80%A to 100%B in 10 minutes, 100%Bfor 2 minutes, 100%B to 20%B:80%A in 0.5 
minutes, 20%B:80%A for 3.5 minutes, Total run time 16 minutes with a flow rate of 
10 l.OmL/minute; 210-300nM, 220 and 254nM extracted and ELSD; Colunm Temp 30**C; Mass 

Spec Quadrupole, Electrospray, cone voltage25V, +/- ion switching, centroid data, 100 to 900 
Da , 0.6 sec scan, 0,4 sec inter scan delay. 



METHODR: 

15 Phenomenex Luna C18(2) 5nM Column (150 x 4.6mm) using gradient elution with a mixture 

of (A) 1 0mm ammonium acetate in water and (B) 1 0mm anmionium acetate in methanol 
(40%B:60%A to 100%B in 10 minutes, 100%Bfor 2 minutes, 100%B to 40%B:60%A in 0.5 
minutes, 40%B:60%A for 3.5 minutes. Total run time 16 minutes with a flow rate of 
l.OmL/minute; 210-300nM, 220 and 254nM extracted and ELSD; Column Temp ZO^'C; Mass 

20 Spec Quadrupole, Electrospray, cone voltage25V, +/- ion switching, centroid data, 100 to 900 

Da , 0.6 sec scan, 0.4 sec inter scan delay. 

High Pressure Liquid Chromatography conditions for determination of retention times (Rj) were as 

foUows:- 
25 METHOD Al: 

YMC ODS-AQ (2 x 50mm) column using gradient elution conditions with mixtures of 
acetonitrile, water and formic acid as the mobUe phase [95/5/0.1% to 5/95/0.1%] and a flow 
rate of 0.4mL/minute. 

30 METHOD Bl: 

C18 Phenomenex Luna 5\jM (150 x 4.6nmi) column using gradient elution with a mixtures of 
(A) acetonitrile containing 0.1% formic acid and (B) water containing 0.1% formic acid as the 
mobile phase (gradient: 0-2 minutes 10%A:90%B; 2-25 minutes ramp up to 100%A; 25-32 
minutes 100%A; 32-33 minutes 10%A:90%B) with a flow rate of 1.0 ml/minute. 

35 



METHOD CI: 



wo 03/035065 PCT/GB02/04763 

-279- 

C18 Phenomenex Luna 5\}M (150 x 4.6inm) column using gradient elution with a mixture of 
(A) methanol and (B) water with lOmM ammonium acetate as the mobile phase (0-2 minutes 
10%A:90%B; 2-25 minutes ramp up to 100%A; 25-32 minutes 100%A; 32-33 minutes 
10%A:90%B) with a flow rate of LO ml/minute. 

5 

METHOD Dl: 

CI 8 Phenomenex Luna 3pM (150 x 4.6mm) column using gradient elution with a mixture of 
(A) acetonitrile containing 0.1% formic acid and (B) water containing 0.1% formic acid with a 
flow rate of 1 .0 mi/minute 

10 

METHOD El: 

C18 Phenomenex Luna 3nM (150 x 4.6nmi) column using gradient elution with a mixture of 
(A) methanol and (B) water with lOmM ammonium acetate as the mobile phase {20%A:80%B 
to 100%A in 10 minutes; 100%A for 2 minutes; 100%Ato 20%A:80%B in 0.5 mmutes; 
15 20%A:80%B for 3.5 minutes) with a flow rate of 1.0 ml/minute. 

METHOD Fl: 

C18 Phenomenex Luna 3liM (150 x 4,6mm) column using gradient elution with a mixture of 
acetonitrile and water with 0.1% formic acid. 

20 

METHOD Gl: 

CI 8 Phenomenex Luna 3nM (150 x 4.6mm) column using gradient elution with a mixture of 
(A) methanol and (B) water with lOmM ammonium acetate as the mobile phase (5%A;95%B 
to 60%A:40%B in 10 minutes; 60%A:40%B for 2 minutes; 60%A:40%B to 5%A:95%B in 0.5 
25 minutes; 5%A:95%B for 3.5 minutes) with a flow rate of 1.5 ml/minute. 

Gas Chromatography - Mass Spectrometry (GC-MS) conditions for determination of retention times 
(Rj) and associated mass ions were as follows: 

Varian 3800 Gas Chromatograph with Chrompack 0.25 mm diameter fused silica 30 m column using a 
30 20 minute elution with 25°C /minute gradient from 50 to 300**C from time Ito 1 1 minute; helium 
mobile phase with 1.2 mL/minute flow rate; 3-8 nL injection volume with 50:50 injection split ratio; 
Varian 2000R mass spectrometer with electron impact detection for ions 40 to 650 m/z. 

General method of LC-MS purification of examples 1 to 229: a Waters Fraction Lynx system is used, 
35 and the separations were carried out on a Waters Symmetry column (C18, 5 jiM, 19x50 mm, catalogue 
number 186000210), eluting with a linear gradient of acetonitrile containing 0.07% trifluoroacetic acid 
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(v/v) in water containing 0.07% trifluoroacetic acid (v/v), gradient rising from 5% to 95% (v/v) of 
acetonitrile/ trifluoroacetic acid over 8 minutes, and then 2 minutes at 95% acetonitrile/ trifluoroacetic 
acid at a flow rate of 10 ml/minute. The products are injected in solution in dimethylsulfoxide, and 
collected according to the detection of their molecular weight. 

5 

Compound names were generated using an auto-nom plug in for ISIS2.3 or ISIS2.4, 

EXAMPLE I 

2-(lH-indazol-3-vlVlH-benzimidazole-5>carboxvlic acid benzvlamide 




2-(lH-Indazol-3-yl)-lH-benzinudazole-5-carboxylic acid benzylamide may be prepared in the 
following manner. 

A solution of 27.3 mg of HBTU in 0.2 ml of dimethylformamide is added, at a temperature in the 
region of 20°C, to a solution of 20 mg of 2-(lH-indazol-3-yl>-lH-benzimidazole-5-carboxylic acid in 

15 0.42 ml of anhydrous dimethylformamide. After stirring at a temperature in the region of 2(^0 for one 
hour, 15.7 ml of benzylamine are added, followed by addition of 12.4 ml of N,N-diisopropylethylamine 
dissolved in 0.32 ml of dimethylformamide. After 20 hours, at a tenq)erature in the region of 20'*C, the 
reaction medium is concentrated under reduced pressure, at a temperature in the region of 40'*C. The 
crude residue obtained is dissolved in DMSO and purified by preparative LC-MS. The fractions 

20 containing the desired product are combined and concentrated under reduced pressure at a temperature 
in the region of 40°C. 20 mg of 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxyUc acid benzylanaide 
are thus obtained in the form of a cream-coloured powder, the characteristics of which are as follows: 

LC-MS retention time = 2.86 minutes 

25 

2-(lH-Indazol-3-yl)-lH-benzimida2ole-5-caiboxylic acid may be prepared in the following manner: 
1-3 g of sodium metabisulphite and L04 g of 3,4-diaminobenzoic acid are added, at a temperature in 
the region of 20°C, to a solution of 1 g of lH-indazole-3-carboxaldehyde in 10 ml of 
dimethylformamide. The reaction mixture is refluxed for one horn and then cooled to a temperature in 
30 the region of 20°C and diluted with dichloromediane, and the mixture is filtered. The collected filtrate 
is concentrated under reduced pressiure. The brown lacquer obtained (340 mg) is purified by 
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preparative LC-MS. 138.8 mg of 2-(lH-inda2ol-3-yl)-lH-ben2inudazole-5-carboxylic acid are thus 
obtained in the form of a beige-coloured powder. 

IH-Indazole-S-carboxaldehyde may be prepared in the following manner: 

5 

A solution of 2.27 g of (lH-indazol~3-yl)methanol in 220 ml of 1,2-dimethoxyethane is added to 
1332 g of manganese dioxide. After one hour at a temperature in the region of 20°C, the reaction 
mixture is refluxed for 15 minutes. After cooling to a temperature in the region of 20**C, the reaction 
medium is filtered through a sinter fiinnel piacked with Celite. The collected fdtrate is concentrated 
10 under reduced pressure at a temperamre in the region of 40°C. 2.02 g of lH-indazole-3-carboxaldehyde 
are thus obtained in the form of a yellow powder, the characteristics of >^ch are as follows: 

1h NMR (DMSO d6, 400 MHz): 7.40 ppm (triplet, IH); 7.55 ppm (triplet, IH); 7.75 ppm (doublet, 
IH); 8.18 ppm (doublet, IH); 10.23 ppm (singlet, IH); 14.2 ppm (multiplet, IH). 

(lH-Indazol-3-yl)methanol may be prepared in the following manner: 

3.2 g of lithium aluminium hydride are added portionwise to a solution of 7.08 g of methyl 
3-indazolecarboxylate in 80 ml of tetrahydrofuran, cooled to a ten^)erature in the region of O^C by an 

20 ice bath. After4 hours at a temperature in the region of O^^C, 1.6 g of lithium aluminium hydride are 
added. After 2 hours at a temperature in the region of O^^C, the reaction medium is treated successively 
with 6 ml of water and then 6 ml of aqueous IN sodium hydroxide solution and finally 18 ml of water. 
The reaction mixture is filtered through paper and the aqueous fdtrate is then extracted with 
dichloromethane. The collected organic fractions are combined, dried over magnesium sulphate and 

25 concentrated under reduced pressure at a temperature in the region of 40°C. 3.15 g of (lH-inda2ol-3- 
yl)methanol are obtained in the form of an off-white powder, the characteristics of which are as 
follows: 

1hNMR(DMS0 d6, 400 MHz): 4.80 ppm (doublet, 2H); 5.25 ppm (triplet, IH); 7.15 ppm (triplet, 
30 IH); 7.35 ppm (triplet, IH); 7.5 1 ppm (doublet, IH); 7.87 ppm (doublet, IH); 12.81 ppm (multiplet, 
IH). 

Methyl 3-indazolecarboxylate may be prepared in the following manner: 



35 



0.5 ml of concentrated sulphuric acid (95%) is added dropwise. at a temperature in the region of 20°C, 
to a solution of 9.13 g of 3-indazolecarboxylic acid in 100 ml of methanol. After refluxing for 20 
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10 



15 



hours, the reaction medium is concentrated under reduced pressure at a temperature in the region of 
40°C, The aqueous residue obtained is extracted with dichloromethane. The organic phases are 
combined, washed with water until neutral, dried over magnesium sulphate and then concentrated 
under reduced pressure at a temperature in the region of 40°C. The yellow powder obtained is washed 
with ethyl ether. A white powder is obtained. The filtrate is concentrated imder reduced pressure until a 
yellow powder is obtained. This yellow powder is washed again with ethyl ether until a white powder 
is obtained. The yellow filtrate is concentrated a third time under reduced pressure and the yellow 
powder collected is itself also washed with ethyl ether. All the factions of white powder are combined. 
7.08 g of methyl 3-indazolecarboxylate are thus obtained in the form of a white powder. 

EXAMPLE 2 

2'-(lH-indazol-3-vlVlH-benzimidazole-5-carboxvHc acid N-methvlamide 



2-(lH-IndazoI-3-yl)-lH-ben2imida2ole-5-carboxylic acid N-methylamide may be prepared by 
following the procedure for the preparation of 2-(lH-indazol-3-yl)-lH-benzimida2ole-5-<:arboxyIic acid 



Starting with 20 mg of 2-<lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid and 71.8 juU of a 
methylamine solution (2M in tetrahydrofuran), 14.8 mg of expected product are obtained. 

EXAMPLE 3 

24 lH-Indazol-3-vlV IH-benzimidazole-S-catfaoxvlic acid N-ethvlamide 




N-benzylamide (Example 1): 



CH3CH2NH 




25 



2-(lH-lndazol-3-yl)-lH-ben2imida2ole-5-carboxylic acid N-ethylamide may be prepared by following 
the procedure for the preparation of 2-(lH-indazol-3-yl)-iH-benzimidazole-5-carboxylic acid 
N-benzylamide (Example 1): 
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Starting with 20 mg of 2-(lH-indazol-3-yl)-lH-beiizimidazole-5-carboxylic acid and 19.4 ml of an 
ethylamine solution (33% in water) 14.8 mg of 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic 
acid N-ethylamide are obtained. 



5 EXAMPLE 4 

2-f lH-Indazol-3-vlVlH-benzimidazole-5-carboxvlic acid N-isopropvlamide 



10 



(CH3)2CHNH' 




2<lH-Indazol-3-yl)-lH-ben2imida2ole-5-carboxylic acid N-isopropylamide may be prepared by 
following the procedure for the preparation of 2-(lH-indazol-3-yl)-lH-benzimida2ole-5-carboxylic acid 
N-benzylamide (Exanq)le 1): 



15 



20 



Starting with 20 mg of 2-(lH-inda2ol-3-yl)-lH"benzimidazoie-5-carboxylic acid and 12,3 ml of 
isopropylamine, 16.5 mg of 2-(lH-inda2ol-3-yl)-lH-benzimidazole-5-carboxylic acid 
N-isopropylamide are obtained. 

EXAMPLES 

2-^lH-Indazol-3-vn~lH-benzi midagQle- 5-carboxvlic acid N-phenvlamide 




2-(lH-IndazoI-3-yl)-lH-ben2imidazole-5-catboxylic acid N-phenylamide may be prepared by 
following the procedure for the preparation of 2-(lH-indazol-3-yl)-lH-ben2imidazole-5-carboxylic acid 
N-beiizylamide (Example 1): 



Starting with 20 mg of 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid and 13.1 ml of aniline, 
14.1 mg of 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-phenylamide are obtained in the 
25 form of a white powder. 



EXAMPLE 6 

2-flH-Inda7n1-:^-Vl)-l H-benzimida2ole-5-<:arboxvlic acid N-ohenethvlamide 
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H 



2-(lH-Indazol-3-yl)-lH-benzimidazole-5-caiboxylic acid N-phenediylamide may be prepared by 
following the procedure for die preparation of 2-(lH-indazol-3-yl)-lH-ben2imida2ole-5-carboxylic acid 
N-benzylamide (Example 1): 
5 . 

Starting with 20 mg of 2-(IH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid and 18 ml of 
phenethylamine, 17.7 mg of 2-(lH-inda2oI-3-yl)-lH-benzimidazole-5-carboxylic acid 
N-phenethylamide are obtained in the form of a white powder, 

10 EXAMPLE 7 

2-riH>Indazol"3''VlVlH-benzimidazole-5-carboxvlic acid N-morpholinoamide 




2-(lH-Indazol-3-yi)-lH-benzimida2ole-5-carboxylic acid N-morpholinoamide may be prepared by 
following the procedure for the preparation of 2-(lH-inda2ol-3-yl)-lH-ben2imidazole-5-carbo;^iic acid 
15 N-benzylamide (Example 1): 

Starting with 20 mg of 2-(lH-indazol-3-yl)-lH-benzimida2ole-5-catboxylic acid and 12.5 ml of 
morpholine, 18.6 mg of 2-( lH-indazol-3-yl)- 1 H-benTimidazole-S-carboxylic acid Nnmorpholinoamide 
are obtained in the form of a pale yellow powder. 

20 

EXAMPLES 

2-(lH-Indazol'3-vlVlH-ben7imida7nle-5-caifaoxvlic acid N-fN'"methvl-pipe ra7iTin)amide 
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2-(lH-Indazol-3-yl)4H-benzimiclazole-5-carboxylic acid N-(N -raethyl-piperazino)amide may be 
prepared by following the procedure for the preparation of 2-(lH-indazol-3-yl)-lH-benzimidazoIe-5- 
carboxylic acid N-beirzylamide (Example 1): 

5 Starting with 20 mg of 2<lH4ndazol-3-yl)-IH-benzimidazoIe-5K»rboxyIicad^ 

N-methyipiperazine, 16.1 mgof2-(lH-inda2ol-3-yI)-lH4)en2dmidazole-5H»rboxylicacidN-^ 
methyl-piperazino)amide are obtained in the form of a yellow oil, 

EXAMPLE? 

10 2-f IH-Indazol-S-vlVlH-benzimidazole-S-carboxvlic acid N-Dvrrolidinoaniide 




2-(lH-Indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-pyrrolidinoamide may be prepared by 
following the procedure for the preparation of 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid 
N-benzylamide (Example 1): 

15 

Starting with 20 mg of 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid and 12 ml of 
pyrrolidine, 17.7 mg of 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-i)yrrolidinoamide 
ate obtained in the form of a pale yellow powder. 

20 EXAMPLE 10 

w,TiiHa7nU^> YlVlH-benzimidazole-5-caifeoxvlic acid •Kr-fignhiitYl>Tnide 




25 



2-(lH-Indazol-3-yl)-lH-benzixnidazole-5-carboxylic acid N-(isobutyl)amide may be prepared by 
following the procedure for the preparation of 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid 
N-benzylamide (Example 1): 
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Starting with 20 mg of 2-<lH-in(ia2ol-3-yl)-lH-benzimidazole-5-carboxylic acid and 14.6 ml of 
isobutylamine, 7.6 mg of 2-<lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-(isobutyl)amide 
are obtained in the form of a pale yellow powder. 

5 EXAMPLE 11 

9,( I w,TtiHa7nU:^- vl)-lH-ben2imidazole-5'Carboxvlic acid N-fcvclohexv imethvnamide 




2-(lH-Indazol-3-yl)-lH-benziimda2ole-5-carboxylic acid N-(cyclohexyhnethyl)amide may be prepared 
by following the procedure for the preparation of 2-<lH-indazol-3-yl)-lH-benziraidazole-5-carboxylic 
10 acidN-benzylamide (Example 1): 

Starting with 20 mg of 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid and 18.7 ml of 
cyclohexylmethylamine, 16.1 mg of 2-(lH-indazol-3-yl)-lH-benzimidazole-'5-carboxylic acid 
N-(cyclohexylmethyl)amide are obtained in the form of a white powder. 

15 

EXAMPLE 12 

2-nH-Indaznl-3>Y^)>lH-ben2imtdazole-5>carboxvlic acid N-(2-furfurvnamide 




H 

2-(lH-Indazol-3"yl)-lH-benzimida2ole-5-carboxylic acid N-(2-furfuryl)amide may be prepared by 
20 following the procedure for the preparation of 2-(lH-indazoi-3-yl)-lH-ben2iniida2X)le-5-carbo3q^lic acid 
N-benzylamide (Example 1): 

Starting with 20 mg of 2-(lH-indazol-3-yl>lH-benzunidazole-5-carboxylic acid and 13.3 ml of 
2-furftirylamine, 14.8 mg of 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid 
25 N-(2-furfuiyl)amide are obtained in the form of a white powder. 



EXAMPLE 13 

2-f lH-Inda7n1-3-vl)-l H-benzimidazole-S-carboxvlic acid N-b enzvl-N-methvlamide 
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2KlH-Indazol-3-yl)-lH-ben2miidazole-5-carboxylic acid N-ben2yl-N-methylamide may be prepared by 
following the procedure for the preparation of 2-(lH-indazol-3-yl>lH-ben2imidazole-5-carboxylic acid 
N-benzylamide (Example 1): 
5 Starting with 20 mg of 2-(lH-indazol-3-yl)-lH-ben2imida2ole-5-carboxylic acid and 18.6 ml of 

N-methylbenzylamine, 7.3 mg of 2-(lH-indazol-3-yl)-lH-benzimidazole-5-caiboxylic acid N-benzyl- 
N-methylandde are obtained in the form of a pale yellow powder. 

EXAMPLE 14 

10 Methvl2-flH-indazol-3-vlV3H-ben2ii" iHayft1P-^-<^arfaoxvlate 




Methyl 2-(lH-indazol-3-yl)-3H-benziniidazole-5-carboxylate may be prepared in the following 



manner: 



15 A mixture of 0. 1 g of lH-indazole-3-carboxaldehyde and 1 13.7 mg of methyl 3,4-diaminobenzoate in 
10 ml of nitrobenzene is maintained at a temperature in the region of 145**C for 3 hours and 45 
minutes. After cooling to a temperature in the region of 20'*C, the reaction mixture is purified on SPE 
(5 g of sex phase, processing and washing with methanol, extraction with a 2N ammoniacal methanol 
solution). The ammoniacal solution collected during the detachment is then concentrated under 

20 reduced pressure at a temperature in the region of 40**C. 198.3 mg of an orange lacquer are obtained 
and are purified by preparative LC-MS. 42.7 mg of methyl 2-(lH-inda2oI-3-yl>3H-benzimidazole-5- 
caiboxylate are thus obtained in the fonn of a beige-coloured powder, the characteristics of which are 
as follows: 

1h NMR (DMSO d6, 400 MHz): 3.95 ppm (singlet, 3H); 7.40 ppm (triplet, IH); 7.55 ppm (triplet, 
25 IH); 7.75 ppm (doublet, IH); 7.77 ppm (doublet, IH); 7.95 ppm (doublet, IH); 8.57 ppm (doublet, 
IH); 13.85 ppm (multiplet, IH). 
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EXAMPLE IS 



5.6^imethvl-2-(lH-indazol-3-vlVlH-benzimida2ole 



CH3' 




10 



15 



20 



5,6-Dimethyl-2-(lH-mdazol-3-yl)4H-ben2imidazole may be prepared by following the procedure for 
the preparation of methyl 2-(lH-indazol-3-yl)-3H-ben2imidazoie-5-carboxylate (Example 14): 

Starting with 200 nag of lH-indazole-3-carboxaldehyde and 177 mg of 4,5-dimethyl-1.2- 
phenylenediamine in 10 ml of nitrobenzene, 15.9 mg of 5,6Kiimethyl-2-(lH-indazol-3-yl)-lH- 
benzimidazole are obtained in the form of a dark red powder, the characteristics of which are as 
follows: 

1H NMR (DMSO d6, 400 MHz): 2.60 ppm (singlet, 6H); 7.42 ppm (triplet, IH); 7.53 ppm (singlet, 
2H); 7.58 ppm (triplet, IH); 7.78 ppm (doublet, IH); 8.52 ppm (doublet, IH); 14.05 ppm (multiplet, 
IH). 

5,6-Dimethyl-2-(lH-indazol-3-yl)-lH-benzimidazole may also be prepared according to the following 
procedure: 

389 mg of sodium metabisulphite are added, at a temperature in the region of 20°C, to a solution of 
300 mg of IH-indazole-3-carboxaldehyde and 279 mg of 4,5-dimethyi-l,2-phenylenediamine in 3 ml of 
dimethylformamide. The reaction mixture is refluxed for 4 hours and then cooled to a temperature in 
the region of 20°C and filtered through paper. The collected filtrate is concentrated under reduced 
pressure. The brown lacquer obtained (340 mg) is purified by preparative LC-MS. 138.8 mg of 
5,6-dimethyl-2-(lH-indazol-3-yl)-lH-benzumda2ole are thus obtained in the form of a beige-coloured 
powder. 



EXAMPLE 16 
5-methoxv-2-flH-indazol-3-vlVlH-benzimida2ole 
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5-Methoxy-2-{lH-indazol-3-yl)-lH-benziniida2ole may be prepared by foHowiag the procedure for the 
preparation of methyl 2^1 H-indazol-3-yl)-3H-benzirrudazole-5-caA (Example 14): 

5 Starting wifli 200 mg of IH^indazole-S-carboxaldehyde and 274.4 mg of 4.methoxy-l> 

phenylenediamine dihydrochloride in 10 ml of nitrobenzene, 45.6 mg of 5-methoxy-2-<lH-indazol-3- 
yl)-IH-benziInida2ole are obtained in the form of a light brown powder, the characteristics of which 
are as follows: 

10 iH NMR (DMSO d6, 400 MHz): 3.90 ppm (singlet, 3H); 7.00 ppm (doublet, IH); 7.18 ppm (doublet, 
IH); 7.40 ppm (triplet, IH); 7.55 ppm (triplet, IH); 7.64 ppm (doublet, IH); 7.73 ppm (doublet. IH); 
8.52 ppm (doublet, IH); 13.91 ppm (multiplet, IH). 

EXAMPLE 17 

15 2-(lH-Indazol-3-vlV3H-benziimdazo1e-4-carboxvlicacid 




2-(lH-Inda2ol-3-yl)-3H-benzimida2ole-4-carboxylic acid may be prepared by following the procedure 
for the preparation of methyl 2-(lH-indazol-3-yl)-3H-benzimidazole-5-caiboxylate (Example 14): 

20 Startmg with 237 mg of lH-indazole-3-carboxaldehyde and 305.5 mg of 2,3-diaminoben2oic acid 
hydrochloride m 10 ml of nitrobenzene, 20.5 mg of 2-(lH-inda2ol-3-yl)-3H-benzimida2ole-4- 
carboxylic acid are obtained in the form of a beige-coloured powder, the characteristics of which are as 
follows: 



25 



IH NMR, DMSO d6, 400 MHz: 7.40 ppm (triplet, IH); 7.42 ppm (triplet, IH); 7.55 ppm (triplet, IH); 
7.72 ppm (doublet, IH); 7.90 ppm (doublet, IH); 8.02 ppm (doublet, IH); 8.52 ppm (doublet, IH); 
13.68 ppm (multiplet, IH). 
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EXAMPLE 18 



5-bromo-2-flH-indazol-3"VlV3H-benzimidazole 



Br- 




5-Brom(>-2-(lH-indazoW-yl)-3H-benzimida2ole may be prepared by following the procedure for the 
preparation of 5,6-<iimethyl-2-(lH-indazol-3-yl)-lH-benzimidazole (Example 15): 

Starting with 643 mg of lH-indazole-3-carboxaldehydc. 816 mg of 4-bromo-l,2i)henylenediamine, 
and 836.5 ir^g of sodimn metabisulphite in 15 ml of dimethylformamide, and after purification by SPE 
(SCX phase, washing with methanol, extraction with 2N ammoniacal methanol) followed by a 
chromatography under pressure on silica, 939 mg of 5-bromo-2-(lH-inda2ol-3-yl)-3H-benzimida2ole 
are obtained in the form of a brick-red powder. 

EXAMPLE 19 

2-r5-Ethoxv-2H-pvrazol-3-vn- 1 H-benzimida2ole-4-carboxvlic acid 



2-<5-Ethoxy-2H-pyrazol-3-yl)-lH"benzimidazole-4-carboxylic acid may be obtained from 2-(2-benzyl- 
5-ethoxy-2H-pyrazol-3-yl)-lH-ben2imidazole-4-carboxylic acid by deprotection of the benzyl group in 
the presence of hydrogen and a catalyst such as palladium. 

2-(2-Benzyl"5-^thoxy-2H-pyrazol-3"yl)-lH-ben7irnida7ole^-carboxylic acid may be prepared by 
following the procedure for the preparation of 5,6-dimethyl-2-(lH-indazol-3-yl)-lH-benzimidazole 
(Example 15): 

Starting with 21.6 mg of 2"ben2yl-5-ethoxy-2H-pyrazole-3-carboxaldehyde, and 17.7 mg of 3,4- 
diaminobenzoic acid hydrochloride in 1 ml of nitrobenzene, and after purification by SPE (SCX phase, 
washing with methanol, extraction with 2N anamoniacal methanol), 50.9 mg of 2-(2-benzyl-5-ethoxy- 
2H-pyrazol-3-yl)-lH-benzimida2ole-4-carboxylic acid are obtained in the form of a yellow lacquer. 




H 
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2-Beiizyl-5-^thoxy-2H-pyrazole-3-carboxaldehyde may be prepared in the following maimer: 

4 A molecular sieves are added to a solution of 45,7 mg of (2-benzyl-5-€thoxy-2H-pyrazol-3- 
yDmethanol in 0,5 ml of dichloromethane, followed by addition of 43. 1 mg of pyridinium 
5 chlorochromate. After 20 hours at a temperature in the region of 20*^0, the reaction nuxture is filtered 
through Celite. The insoluble material formed is rinsed with ethyl acetate and then with 
dichloromethane. The filtrate is washed with water. After separation of ttie phases by settling, the 
aqueous phase is re-extracted with dichloromethane. The organic phases are combined, dried over 
magnesium sulphate, filtered and then concentrated under reduced pressure. 21.6 mg of 2-ben^l-5- 
10 ethoxy-2H-pyrazole-3-carboxaldehyde are thus obtained in the form of a brown lacquer, the 
characteristics of ^ich are as follows: 

1h NMR (DMSO d6, 400 MHz): 1.35 ppm (triplet, 3H); 4.25 ppm (quartet, 2H); 5.30 ppm (singlet, 
2H); 6.30 ppm (singlet, IH); 7.25-7.40 ppm (multiplet, 5H); 9.72 ppm (singlet, IH). 

15 

(2-Benzyl-5-ethoxy-2H-pyrazol-3-yl)methanol may be prepared in the following manner 

1 1 . 1 mg of lithium aluminium hydride are added to a solution of 76 mg of methyl 2-benzyl-5-ethoxy- 
2H-pyrazole-3-carboxylate in 0.75 ml of tetrahydrofuran, cooled to a temperature in the region of 0°C 

20 by an ice bath. After 3 hours at a temperature in the region of 0°C, 22.2 mg of lithium aluminium 

hydride are added and the reaction medium is allowed to warm to a temperature in the region of 20''C. 
After 30 minutes at a temperature in the region of 20°C, 1 0 ml of ice-cold water are added and the 
reaction mixture is then filtered through Celite. After separation of the phases by settling, the aqueous 
phase is extracted with ethyl acetate. The organic phases are combined, dried over magnesium sulphate 

25 and concentrated under reduced pressure. 45.7 mg of (2-benzyl-5-ethoxy-2H-pyrazol-3"yl)methanol are 
thus obtained in the form of a brown lacquer, the characteristics of which are as follows: 

1h NMR (DMSO d6, 400 MHz): L35 ppm (triplet, 3H); 4.15 ppm (quartet, 2H); 4.30 ppm (doublet, 
2H); 5.00 ppm (triplet, IH); 5.08 ppm (singlet, 2H); 5.70 ppm (singlet, IH); 7.20-7.40 ppm (multiplet, 
30 5H). 

Methyl 2-benzyl-5-ethoxy.2H-pyrazole-3-carboxylate may be prepared in the following manner 



35 



5 mg of sodium iodide, 36 |il of bromoethane and 70 mg of potassium carbonate are added, at a 
temperature in the region of 20*^C, to a solution of 100 mg of methyl 2-ben2yl.5-hydroxy-2H-pyra2ole- 
3-carboxylate in 1 ml of acetone. The reaction mixture is refluxed for 9 hours, cooled to a temperature 
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in the region of 20°C and filtered. The filtrate is concentrated under reduced pressure. 76 mg of methyl 
2-benzyl-5-ethoxy-2H-pyrazole-3-carboxylate are thus obtained in the form of a solid, the 
characteristics of which are as follows: 

5 1H NMR (DMSO d6, 400 MHz): 1.35 ppm (triplet, 3H); 3.50 ppm (singlet, 3H); 4.22 ppm (quartet, 
2H); 5.22 ppm (singlet, 2H); 6.28 ppm (singlet, IH); 7.20-7.40 ppm (multiplet, 5H). 

Methyl 2-ben2yl-5«hydroxy-2H-pyra2ole-3-carboxylate may be prepared in the following manner: 

10 1 .72 ml of dimethylacetylene dicarboxylate are added, at a temperature in the region of 20**C, to a 
solution of 2.73 g of benzylhydrazine dihydrochloride in 45 ml of glacial acetic acid. The reaction 
mixture is refluxed for 3 hours, cooled to a temperature in the region of 20°C and then concentrated 
under reduced pressure. After filtering off the insoluble material formed, 252 mg of methyl 2-benzyl-5- 
hydroxy-2H-pyrazole-3-carboxylate are collected in the form of a white powder, the characteristics of 

15 which are as follows: 



1h NMR (DMSO d6, 400 ^Hz): 3.76 ppm (singlet, 3H); 5.19 ppm (singlet, 2H); 5.85 ppm (singlet, 
IH); 7.25-7.45 ppm (multiplet, 5H); 1 1 .69 ppm (multiplet, IH). 

20 The filtrate may be purified by flash chromatography on 400 g of 20-45 ^im silica (applied in a 25/75 
ethyl acetate/cyclohexane mixture; eluant: 25/75 and then 40/60 ethyl acetate/cyclohexane) to give an 
additional batch of methyl 2-benzyl-5-hydroxy-2H-pyrazole-3-carboxylate in the fonn of a white 
powder. 

25 EXAMPLE 20 

5.6-dimethvl-2-r5-methvl-2H-pvrazol-3-vlVlH-ben2imidazole 




5,6-Dimethyl-2-(5-methyl-2H-pyrazol-3-yl)4H-benzimida2ole may be prepared by following the 
procedure described for the preparation of 5,6-dimethyl-2-(lH-indazol-3-yl)-lH-benzimidazole 
30 (Example 15): 



Starting with 53.3 mg of 5-methyl-2H"pyrazole-3-carboxaldehyde, 65.9 mg of 4,5-dimethyH,2- 
phenylenediamine, and 92 mg of sodium metabisulphite, in 0.5 ml of ethanol and 1.5 ml of 
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dimethylformamide, and after purification by SPE (SCX phase, washing with methanol, extraction 
with 2N ammoniacal methanol) followed by a chromatography under pressure on silica, 20.8 mg of 
5,6-dimethyl-2-(5-methyl-2H-pyra2ol-3-yl)-lH-benziniidazole are obtained in the form of a white 
powder. 

5 

5-Methyl-2H-pyra2ole-3-carboxaldehyde may be prepared from commercial ethyl 5-methyl-2H- 
pyra2ole-3-carboxylate by following the procedure described for the preparation of lH-indazole-3- 
carboxaldehyde, starting with methyl 3-indazolecarboxylate. 

10 EXAMPLE 21 

5.6-dimethvl-245-thioDhen-2-vl-2H-pvrazol-3-vlVlH*benzimidazoie 




5,6-Dimethyl-2-<5-thiophen-2-yl-2H-pyrazol-3-yl)-lH-ben2iniidazole may be prepared by following the 
procedure described for the preparation of 5,6-<iimethyl-2-(lH:-indazol-3-yl)-IH-benzimidazole 
15 (Example 15): 

Starting with 16.2 mg of 5-thiophen-2-yl-2H-pyrazole-3 -carboxaldehyde, 12.4 mg of 4,5-dimethyH,2- 
phenylenediamine, and 17.3 mg of sodium metabisulphite, in 0.2 ml of ^thanol and 0.6 ml of 
dimethylformamide, and after purification by SPE (SCX phase, washing with methanol, extraction 
20 with 2N ammoniacal methanol) ft)llowed by a chromatography under pressure on silica and a 
purification by LC-MS, 5.6^elhyl-2<5-thiophen-2-yl.2H-pyra2ol-3-yl>lH-benzmuda2ole is 
obtained in the form of a white powder. 

5-Thiophen-2-yl-2H-pyra2ole-3-carboxaldehyde may be prepared from commercial ethyl 5-thiophen-2- 
25 yl-2H-pyrazole-3-carboxylate by following the procedure described for the preparation of IH-indazole- 
3-carboxaldehyde starting with methyl 3-indazolecaiboxylate. 



EXAMPLE 22 

2^4-bromo-2H-Dvra2ol-3-vl)-5.6-dimethvMH- ^'^"^^'"^^«^^l^ 
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2-(4-BromcH2H-pyrazol-3-yl)-5,6-dimethyl4H-benzimidazoIe may be prepared by following the 
procedure described for the preparation of 5,6Kiimethyl-2-»(lH-indazol-3-yl)-lH-beiiziinida2ole 
(Example 15): 

5 

Starting with 100 mg of commercial 4-bromo-2H-pyra2ole-3-carboxaldehyde, 77.8 mg of 4,5-dimethyl 
i;2-phenylenediamine, and 108.6 mg of sodium metabisulphite, in 1 ml of ethanol and 2 ml of 
dimethylfoimamide, and after purification by SPE (SCX phase, washing with methanol, extraction 
with 2N anomoniacal methanol) followed by a chromatography under pressure on silica, 143.2 mg of 
10 2-<4-bromo-2H-pynizol--3-yl)-5,6-dimethyl-lH-ben2imidazole are obtained in the form of a yellow 
foam. 



2-(5-Ethyl-2H^yrazolO-yl)-5,6Kiunethyl- IH-benzimidazole may be prepared by following the 
procedure described for the preparation of 5,6-diinethyl-2-(lH-inda2ol-3-yl)-lH-benzimida2ole 
(Example 15): 

20 Starting with 100 mg of 5-ethyl-2H-pyra2ole-3-caiboxaldehyde, 110 mg of 4,5-dimethyl-l,2- 
phenylenediamine, and 153 mg of sodium metabisulphite, in 1 ml of ethanol and 3 ml of 
dimethylformamide, and after purification by SPE (SCX phase, washing with methanol, extraction 
with 2N anmoniacal methanol) followed by a reverse-phase HPLC (5 mm CI 8 phase, dimensions 
100x25 mm, flow rate 20 ml/min, elution gradient acetonitiile/0.07% TFA - wateiyo.07% TFA from 5- 

25 95 to 95-5 (vA^)), and desalification by SPE (SCX phase, washing with methanol, extraction with 2N 
ammoniacal methanol), 82 mg of 2-(5-ethyl-2H-pyrazol-3-yl)-5,6-dimethyHH-benzimidazole are 
obtained in the form of a beige-coloured powder, the characteristics of which are as follows: 



1h NMR (DMSO d6, 300 MHz): 1.26 (t, J = 7 Hz: 3H); 2.31 (s: 6H); 2.70 (broad q, J = 7 Hz: 2H); 
30 6.60 (broad s: IH); 7.22 (mult: IH); 736 (mult: IH); 12.37 (mult: IH); 12.92 (mult: IH). 



EXAMPLE 23 

2-(5-ethvU2H- pvrazol-3-vlV5.fr<limethvMH-benzimidazole 



15 
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5-Ethyl-2H-pyrazole-3-carboxaldehyde may be prepared from ethyl 5-€thyl-2H-pyra2ole-3-carboxylate 
by following the procedure described for the preparation of lH-inda2ole-3-caiboxaldehyde starting 
with methyl 3-indazolecarboxylate. 

5 

Ethyl 5-«thyl-2H-pyrazole-3-carboxylate may be prepared according to the general procedure in the 
following reference: Kiinio Seki et al., CheoL Pharm. Bull., 32(4), 1568-1577 (1984). 

EXAMPLE 24 

10 2-r5-ethvl-2H-pvrazol-3-vlV4.5-ethvlenedioxv-lH-benzimidazole 




H 



2-(5-Ethyl-2H-pyra2ol-3-yl)^,5-etfaylenedioxy-lH-ben2imida2ole may be prepared by following the 
procedure described for the preparation of 5,6-dimethyl-2-(lH-inda2ol-3-yl)-lH-ben2imidazole 
(Example 15): 

15 

Starting with 1 00 mg of 5-ethyl-2H-pyra2ole-3-carboxaldehyde, 1 34 mg of 3,4-ethylenedioxy-i;2- 
phenylenediamine, and 153 mg of sodium metabisulphite, in 1 nJ of etfaanol and 3 ml of 
dimethylformamide, and after purification by SPE (SCX phase, washing with methanol, extraction 
with 2N anmoniacal methanol) followed by a reverse^hase HPLC (5 mm, C18 phase, dimensions 
20 100x25 mm, flow rate 20 ml/min, elution gradient acetomtrile/0.07% TFA - water/0.07% TFA from 
5-95 to 95-5 (v/v)), and desalification by SPE (SCX phase, washing with methanol, extraction with 2N 
ammoniacal methanol), 60 mg of 2-(5-ethyl-2H-pyrazol-3-yl)-4,5-etfaylenedioxy-lH4)enzinudazole are 
obtained in the form of a brown lacquer, the characteristics of which are as follows: 

25 1h NMR (DMSO d6, 300 MHz): 1 .27 (t, J = 7 Hz: 3H); 2.70 (broad q, J = 7 Hz: 2H); &om 4.20 to 
4.45 (mt 4H); 6.61 (broad s: IH); 6.72 (d, J - 8 Hz: IH); 6,88 (broad d, J = 8 Hz: IH); 12.50 (mult: 
IH); 12.94 (mult: IH). 



30 



EXAMPLE 25 

2-f5-ethvl-2H-pyra7^l-3-vlV5-methoxv-l H-hftn7iniida7ole 
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2-(5-Ethyl-2H-i)yrazol-3-yl)-5-metho3^-lH-ben2iiiiidazole may be prepared by following the procedure 
described for the preparation of 5,6-dimethyl-2-(lH-mdazoi-3-yl)-lH-benziniida2)ole (Example 15): 

Starting with 100 mg of 5-ethyl-2H-pyra2ole-3-carboxaldehyde, 138 mg of 4-methoxy-l,2- 
phenylenediamine, and 153 mg of sodium metabisulpbite, in 1 ml of ethanol and 3 ml of 
dimethylformamide, and after purification by SPE (SCX phase, washing with methanol, extraction 
witib 2N ammoniacal methanol) followed by a reverse-phase HPLC (5 mm CI 8 phase, dimensions 
10 100x25 mm, flow rate 20 ml/min, elation gradient: acetonitrile/0.07% TFA - water/0.07% TFA from 
5-95 to 95-5 (v/v)), and desalification by SPE (SCX phase, washing with methanol, extraction with 2N 
ammoniacal methanol), 61 mg of 2-(5-ethyl-2H-pyrazol-3-yl)-5-methoxy-lH-benzimidazole are 
obtained in the form of a brown lacquer, the characteristics of which are as follows: 

15 NMR (DMSO d6 with addition of a few drops of CD3COOD, 300 MHz): 1.26 (t, J = 7 Hz: 3H); 
2.70 (q. J = 7 Hz: 2H); 3.79 (s: 3H); 6.61 (s: IH); 6.81 (dd, J = 8.5 and 2.5 Hz: IH): 7.03 (broad s: IH); 
7.42 (d, J = 8.5 Hz: IH). 

20 EXAMPLE 26 

2-r5-ethvl-2H-pvrazol-3-vn-4-hvdroxv-lH-benzimida2ole 




H 



2-(5-Ethyl-2H-pyrazol-3-yl)-4-hydroxy-lH-benzimidazole may be prepared by following the procedure 
described for the preparation of 5,6-dimethyl-2-(lH-inda2ol-3-yl)-lH-benziniidazole (Example 15): 

25 Starting with 100 mg of 5-ethyl-2H-pyrazole-3-carboxaldehyde, 100 mg of 2,3-diaminophenol, and 153 
mg of sodium metabisulpbite, in 1 ml of ethanol and 3 ml of dimethylformamide, and after purification 
by SPE (SCX phase, washing with methanol, extraction with 2N ammoniacal methanol) followed by a 
reversei)hase HPLC (5 mm, C18 phase, dimensions: 100x25 mm, flow rate 20 ml/min, elution 
gradient: acetonitrile/0.07% TFA - water/0.07% TFA fiom 5-95 to 95-5 (v/v)), and desalification by 

30 SPE (SCX phase, washing with methanol, extraction with 2N ammoniacal methanol), 16 nog of 
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2<5-^thyl-2H-pyrazolO-yl)-4-hydroxy-lH-benzimidazole are obtained in the form of a brown lacquer, 
the characteristics of which are as follows: 



1h NMR (DMSO d6 with addition of a few drops of CD3COOD, 300 MHz): 1.26 (t, J = 7 Hz: 3H); 
5 2.70 (q, J = 7 Hz: 2H); 6.55 (t, J = 4.5 Hz: IH); 6.66 (s: IH); 6.96 (broad d, J « 4.5 Hz: 2H). 



H 

10 2-(5-Ethyl-2H-pyrazol-3-yl)-5-bromo-lH-ben2inuda2ole may be prepared by followuig the procedure 
described for the preparation of 5,6-diniethyl-2-(lH-indazol-3-yl)-lH-benrimidazoie (Exanq)le 15): 

Starting with 20 mg of 5-ethyl-2H-pyrazole-3-carboxaldehyde, 30 mg of 4-bromo-l^- 
phenylenedianaine and 30 mg of sodium metabisulphite, in 1 ml of ethanol and 2 ml of 

is dimethylformamide, and after purification by SPE (SCX phase, washing with methanol, extraction 
with 2N ammoniacal methanol) followed by a reverse-phase HPLC (5 mm CI 8 phase, dimensions: 
100x25 mm, flow rate 20 ml/min, elution gradient: acetonitrile/0.07% TFA - water/0.07% TFA from 
5-95 to 95-5 (v/v)), and desalification by SPE (SCX phase, washing with methanol, extraction with 2N 
ammoniacal methanol). 21 mg of 2-{5-ethyl-2H-pyrazol-3-yl)-5-bromo-lH-benzimidazole are obtained 

20 in the form of a yellow powder, the characteristics of which are as follows: 



iR NMR (DMSO d6, 300 MHz): 1.28 (t, J = 7 Hz: 3H); 2.71 (q, J = 7 Hz: 2H); 6.67 (s: IH); 7.30 (dd, 
J = 8.5 and 2.5 Hz: IH); 7.49 (mt: IH); 7.712 (broad s: IH); from 12.5 to 13.5 (broad mult: 2H). 



EXAMPLE 27 



2-( 5-ethvl-2H-pvrazol-3-vn-5"bromo- IH-benzimidazole 




25 

The products of formula (I) of the present application can also be prepared according to the following 
process: 
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The products of Examples 97 to 145 of the present application represented in the TABLE 3 below can 
be prepared according to the schemes indicated above and in particular according to the procedures 
indicated below. 

5 

EXAMPLE 97 
3 -(6-phenvI" 1 H-benzimidazol"2-vlV2H"indazole 
Step 1 : Synthesis of 3 -(6-bromo-lH-benzimidazol-2-yl)-2H-indazole (other preparation of example 18) 
4.25 g of l-hydioxybenzotriazole and 4.3 g of calcium sulphate are added at ambient temperature to a 

10 solution of 4.6 g of indazole-3-carboxylic acid in 50 ml of dimethylformamide. The reaction mixture is 
cooled to approximately 0°C and then 4.9 ml of N^-diisopropylcarbodiimide ate slowly added. After 
stirring for 2 hours at ambient temperature, 5.9 g of 4-bromo-o-phenylenediamine are added. After 
stirring for 60 hours at ambient temperature, the reaction mixture is concentrated to dryness under 
reduced pi^sure. The brown oil obtained is taken up in 50 ml of water and extracted 3 times with 

15 50 ml of ethyl acetate. The organic phases are combined, dried over magnesium sulphate and then 
concentrated to dryness under reduced pressure. 1 8 g of a brown oil are thus obtained, which oil is 
taken up in 100 ml of a 20% solution of hydrochloric acid in ethanol. The mixture is brought to reflux 
for 4 hours and then concentrated to dryness, the brown oil obtained is taken up in 20 ml of water, and 
an aqueous ammonia solution is run in until a pH of the mixture of about 8-9 is obtained. The aqueous 

20 phase is then extracted 3 times with 30 ml of ethyl acetate and the organic phases are combined, dried 
over magnesium sulphate and concentrated to dryness under reduced pressure. After purification by 
chromatography under pressure on silica (eluent water/acetonitrile), 5 g of 3-(6-bromo-lH- 
benzimidazol-2-yl)-2H-indazole are thus obtained. 
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IR spectrum (KBr): characteristic bands at 1621, 1570, 1441, 1344, 1324, 1273, 1239, 1 135, 1042, 914, 
804, 774 and 746 cm"V 

Step 2 : Synthesis of l-[2-(l-acetyI-lH-inda2ol-3-'yl)-5-bromobenziiiiidazoM-yl3ethanone 
5 5 g of 3-(6-bromo~lH~benzimidazol-2-yl)-2H-indazole are charged to a solution of 40 ml of acetic 
anhydride and 40 ml of pyridine. The mixture is brought to reflux for 4 hours and then concentrated to 
dryness after returning to ambient temperature. The brown solid obtained is taken up in 50 ml of ethyl 
acetate and washed with 50 ml of a saturated sodium hydrogencarbonate solution until a pH of 7-8 is 
obtained. The organic phase . is dried over magnesium sulphate, filtered and then concentrated to 

10 dryness under reduced pressure. The light brown solid obtained is triturated in 20 ml of ethyl acetate 
and then filtered off on a sintered glass funnel. 1.5 g of the compound H2-(l-acetyl-iH-indazol-3-yl)- 
5-bromobenzimidazol-l-yl]ethanone are thus obtained. A second crop is obtained by chromatographing 
the filtrate obtained above under pressure on silica (eluent cyclohexane/ethyl acetate), i.e. 1.3 g of the 
same compound. 

IS Characteristics of the compound: 

1h NMR spectrum (300 MHz, (CD3)2SO d6, 8 in ppm). 

The mixture of the two positional isomers in the proportions 50/50 is observed. 

2.61 and 2.62 (2 s, 3H in all); 2.80 <s, 3H); 7.62 (broad t, J = 7.5 Hz, IH); 7.68 and 7.71 (2 dd, J = 9 

and 2 Hz, IH in all); 7.80 (ddd, J = 8.5, 7.5 and 0.5 Hz, IH); 7.91 and 8.01 (2 d, J = 9 Hz, IH); 8.18 

20 and 8.20 (2 d, J - 2 Hz, IH in all); 8.27 and 8.30 (2 d, J = 7.5 Hz, IH in all); 8.46 (d, J = 8.5 Hz, IH) 

IR spectrum (KBr): characteristic bands at 1727, 1610, 1450, 1405, 1374, 1326, 1290, 1198, 1176, 964 
and 760 cm'^ 

25 Step 3 : Synthesis of 3-(6-phenyl-lH-benzimidazol-2-yl)-2H-indazole 

40 mg of sodium carbonate, 7 mg of dihydrogendichlorobis(di-tert-butylphosphonite-KP)palladate(2-) 
(POPd[0]) and 46 mg of phenylboronic acid are added under an argon atmosphere to a solution of 
50 mg of l«[2-(l-acetyHH-indazol-3-yl>-5-bromobenzimidazoH-yl]ethanone in 800 [il of anhydrous 
tetrahydxofuran. The reaction mixture is brought to reflux for 3 hours and then cooled to ambient 

30 temperature. The mixture, is then diluted with 3 ml of ethyl acetate and then washed with 2 times 2 ml . 
of water. The organic phase is dried over magnesium sulphate and then concentrated to dryness under 
reduced pressure. 48 mg of a brown solid are obtamed, which solid is dissolved in 500 ^1 of 
tetrahydrofuran, to which 500 \i\ of diethylamme are added. The reaction mixture is heated at 60^C for 
4 hours and then allowed to return to arobient temperature. The mixture is then concentrated to dryness 

35 and then the brown solid obtained is purified by LC-MS to produce 12.5 mg of 3-<6-phenyHH- 
benzimidazol-2-yl)-2H-indazole (6); analytical retention time 3.10, MS 31 1 [M+Hf. 
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The products of formula (I) of the present application and in particular examples 98 to 145 can be 
prepared according to the following process : 




The synthesis of examples 98 to 145 is carried out in a similar way to the synthesis of 3-(6-phenyl-lH- 
benzimidazol-2-yl)-2H- indazole (example 97) but replacing phenylboronic acid with boronic acids of 
formula RB(0H)2. 

Products of formula (I) of the present application which constitute Examples 28 to 96 and 146 to 180 
of the present application are represented in Table 3: these products can be prepared according to the 
schemes indicated above and in particular as indicated above for the product of Example 1. 
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2-{1H-lndazol-3-yl)- 
1H-benzoimidazole- 
5-carboxylic acid 4- 
bromo-benzylamide 


2-(1H-lndazol-3-yl)- 
IH-benzoimidazole- 
5-carboxyllc acid 4- 
metnanesultonyl- 
benzylamide 
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2-(1H-lndazol-'3-yl)- 
1 H-benzoimidazole- 
5-carboxylic acid 4- 
dimethylamino- 
benzylamlde 
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2-(1H-lndazol-3-yI)- 
1H-benzoimidazoIe- 

5-carboxylic acid 
(benzo[1.3]dioxoi-5- 

ylmethyl)-amide 
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The products of formula (I) of the present application can also be prepared according to the following 



process: 




5 In the above scheme, the values of Z3 and Z4 are chosen from the values of R2 and R3 as defined 

above and the values of Zl and -0Z2 are chosen from the values of XI, X2 or X3 with Rl representing 
a pyrazole radical. 

When Zl, Z3 and Z4 represent a hydrogen atom, it is possible in particular to prepare products of 
10 formula <I) of the present application according to the following 

synthesis scheme: 




15 Products of formula (I) of the present application which constitute Examples 181 to 228 of the present 
application are represented in the table 4 hereinbelow: these products can be prepared according to the 
schemes indicated above and in particular the product of Example 181 can be prepared according to the 
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procedure indicated below. The products of Examples 182 to 228 can be prepared like the product of 
Example 181. 

EXAMPLE 181 
2-r5-(benzvloxvV2H-pvrazolo''vn-lH-ben2oimida2ole 

Step 1: the cyclization is performed as in: Chem. Pharm. Bull., 31(4), 1228-1234 (1983); J. Org. 
ChenL. 47(2), 214-221 (1982). 

Step 2: To the crude ester 1.015 g in 50 ml of MeOH, was added 5.5 ml of 6N NaOH and the mixture 
is heated to reflux during 2 h. After evaporation of most of the methanol, the medium is cooled and 
cone. HCl is carefully added until pH = 2. After fiirther evaporation to dryness, the solid is triturated 
three times with 30 ml of MeOH/AcOEt 1/1 and the filtrate evaporated to give 0.875 g of light brown 
solid after desiccation. 

LC-MS: [gradient acetonitrile/water 0.1% HCOOH; Xterra RP18 2.1 x 50 mm] retention time 
0.53 minutes, MH+ = 129, 95% pure 

Step 3: To 3.5 g of PPA (polyphosphoric acid) were added 0.70rg of l,2^henylenediamine and 0.87 g 
of the step 2 acid. The mixture is heated to 150°C during 1.5 h. After cooling, cone NH40H was added 
until pH = 3. The green precipitate is filtered, washed with water and then with acetone. After one 
night drying under vacuum at 50°C, 2.1 g of solid remains containing around 50% of mineral salts. 
MS:EIM+ = 200. 

Step 4: Ex. 181: To 80 mg of the step 3 solid in 4 ml of NMP were added caesium carbonate 137 mg 
and benzyl bromide 72 mg. After 2 h the mixture is hydrolysed with saturated KH2P04 and extracted 
with AcOEt. After evaporation, the crude mixture was submitted to preparative LC-MS to give 8 mg of 
pure compound: 

LC-MS: [gradient acetonitrile/water 0. 1% HCOOH; Xterra RPl 8 2. 1 x 50 xxm] retention time 
3.17 minutes, MH+ = 29L 97% pure 

In the same way, the step 4 is carried out with 15 benzyl or allyl bromides, 15 a-bromocarbonyl 
compounds and 15 acid chlorides in either DMF or NMP to give the expected compounds of TABLE 
4. Exan:q>les 1 8 1 to 228 of the present application are represented in TABLE 4. 
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TABLE 4 



CHEMISTRY 








181 


4t-[o-^ uo nzy 1 o Ay n 
pyrazol-3-yl]-1H- 
benzoimidazole 




182 


2-[5-(3-Phenyi-allyloxy>- 
2HiDyrazol-3-yl]-1H- 
benzoimidazole 




183 


2.[5-(2-Methyl-allyloxy)- 
2H-pyrazol-3-yO-1H- 
benzoimidazole 


" H 


184 


2-[5-(3,7-Dimethyl-octa- 
2,6-dienyloxy}-2H- 
pyrazoI-3-yl]-1 H- 
benzoimidazole 
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185 



2-[5-(3-Bromo 
benzyloxy)-2H-pyrazol-3 
yl]-1 H-benzoimldazole 




186 



3-[5-(1 H-Benzoimidazol 
2-yl)-1H-pyra20l-3- 
yloxymethyl]-benzonitrile 




187 



2-[5-{4-Trifluoromethyl 
benzyloxy)-2H-pyrazol-3 
yl]-1 H-benzoimidazole 




188 



2-[5-(3,4-Dichloro- 
benzyloxy)-2H-pyrazol-3 
yl]-1 H-benzoimidazole 
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F 






1 








189 


2-(5-. 

Pentafluorophenylmetho 
xy-2H-pyrazol-3-yl)-1 H- 
benzoimidazole 


" H 










2-[5-(4-tert-Butyl- 
yl]-1 H-benzoimidazole 












^ H 


191 


2-15-(2- 

Benzenesulfonylmethyl- 
benzyloxy)-2H-pyrazol-3 
yl]-1 H-benzoimidazole 






Nl ^ 








192 


4-[5-(1 H-Benzoimidazol- 
2-yl>-1H-pyrazol-3- 
yloxymethyl]-benzonitrile 


H 
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2-[5-(Biphenyl-4- 
193 ylmethoxy)-2H-pyrazol-3 
yl]-1 H-benzoimidazole 



2,3-Dichloro- 

benzenesulfonic acid 5- 
(1 H-benzoimidazol-2-yl)- 
1 H-pyrazol-3-yl ester 



2-{5-(2-Morpholin-4-yl- 
1 95 ethoxy)-2 H-pyrazol-3-yl] 
1 H-benzoimidazole 



2^[5-(2-Piperidln-1 -yl- 
196 ethoxy)-2H-pyrazol-3-yl] 
1 H-benzoimidazole 



2'[5-(3-Methoxy- 
197 benzyloxy)-2H-pyrazol-3 
yl]-1 H-benzoimidazole 
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198 



2-[5-(1 H-Benzoimidazol- 
2-yl)-1 H-pyrazol-S-yloxy] 
1 -p-tolyl-ethanone 




199 



1 -[5-(1 H-Benzoimidazol 
2-yl)-1 H-pyrazoI-3-yloxy] 
3,3,4,4,4-pentafluoro- 
butan-2-one 




200 



2-[5-(1 H-Benzoimidazol- 
2-yl)-1 H-pyrazol-3-yloxy] 
l-biphenyM-yl- 
ethanone 




201 



1 -[5-(1 H-Benzoimidazol 
2-yl)-1 H-pyrazol-3-yloxy] 
butan-2-one 
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202 



2-[5-(1 H-Benzoimidazol 
2-yl)-1 H-pyra2ol-3-yloxy] 
1r(4-dimethylamino- 
phenyl)-ethanone 




203 



2-[5-(1 H-Benzoimidazol 
2-yl)-1 H-pyra2ol-3-yloxy] 
1 -(3-phenyNsoxa2ol-5- 
yl)-ethanone 




204 



2-[5-(1 H-Benzoimidazol- 
2-yl)-1 H-pyrazol-3-yloxy] 
N-phenyl-acetamide 




205 



1 -[5-{1 H-Benzoimidazol- 
2-yl)-1 H-pyrazoI-3-yloxy] 
3.3-dimethyl-butan-2- 
one 
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206 



1 -Adamantan-1-yl-2-[5; 
(1 H-ben2oimida2oU2-yl)- 
1 H-pyrazol-3-yloxy]- 
ethanone 




207 



2-[5-(1 H-Benzoimidazol- 
2-yl)-1 H-pyrazol-3-yloxy] 
1-naphthalen-2-yl- 
ethanone 




208 



4-{2-[5-(1H- 
Benzoimidazol-2-yl)-1 H- 
pyrazol-3-yloxy]-acetyl}- 

benzonitrile 




209 



6-{2-[5-(1H- 
Benzoimidazol-2-yl)-1 H- 
pyrazoI-3-yloxy]-acetyl}- 
3,4-dihydro-1 H-quinolin- 
2-one 
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• n 


210 


2-[5-(1 H-Benzoimidazol- 
2-yl)-1 H-pyra2ol-3-yloxy] 
1 -(4-trifluoromethoxy- 
phenyl)-ethanone 


0 CI 

H2N--4 JL 

X) 

^^^^^^^^^ 


211 


5-{2-{5-(1H- 
Benzoimidazol-2-yl)-1 H- 
pyrazol-3-yloxy]-acetyl}" 
2-chloro- 
benzenesulfonamide 


*^ H 












11 IN 

" H 


212 


2-[5-(1 H-Benzoimidazol- 
2-yl)-1 H-pyrazol-3-yloxy] 
1 -(4-methoxy-phenyl)- 
ethanone 


^ H 


213 


2-[5-(1 H-Benzoimidazol- 
2-yl)-1 H-pyrazol-3-yloxy] 
1 -cyclopropyl-ethanone 



wo 03/035065 



PCT/GB02/04763 



-371- 




HCI 



214 



Isonicotinic acid 5-(1H- 
benzoimida2ol-2-ylH H- 
pyrazol-3-yl ester 




215 



2,2-Dimethyl-propionic 
acid5-(1H- 
ben2oimidazol-2-yl)-1 H- 
pyrazol-3-yl ester 




216 



Benzyloxy-acetic acid 5- 
(1 H-ben2oimidazol-2-yl)- 
1H-pyra2ol-3-yl Bster 




217 



Benzoic acid 5-(1 H 
benzoimidazol-2-yl)-1 H 
pyra20l-3-yl ester 




218 



4- l\/Iethoxy-benzoic acid 

5- (1 H-benzoimidazol-2- 
yl)-1 H-pyrazol-3-yl ester 
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219 


Phenyl-aeetic acid 5-(1 H 
benzoimidazol-2"yl)-1 H- 
pyrazol-3-yl ester 










220 


2,3.4.5,6-Pentafluoro- 

benzoic acid 5-(1H- 
benzoimidazol-2-yl)-1 H- 
pyrazol-3-yl ester 


H H 


221 


Cyclopropanecarboxyl ic 
acid 5-(1H- 
benzoimidazol-2-yl)-1 H- 
pyrazol-3-yl ester 


" H 


222 


2,2.3.3.4.4.4- 
Heptafluoro-butyric acid 
5-(1 H-benzolmidazol-2- 
yl)-1 H-pyrazol-3-yl ester 


^^^^^^^ 

^ H 


223 


Cyclopentanecarboxylic 
acid 5-(1H- 
benzoimidazol-2-yl)-1 H- 
pyrazol-3-yl ester 
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224 



3-Phenyl-propionic acid 
5-(1 H-benzoimidazol-2- 
yl)-1H-pyrazol-3-yl ester 




225 



Biphenyl-4-carboxylic 
acid5-(1H- 
benzoimidazol-2-yl)-1 H 
pyrazol-3-yI ester 




226 



3,5-Bis-trifluoromethyl 
benzoic acid 5-(1 H- 
benzoimidazol-2-yl)-1 H- 
pyrazol-3-yl ester 




227 



4-Trifluoromethyl 
benzoic acid 5-(1H- 
benzoimidazol-2-yl)-1 H- 
pyrazoi-3-yl ester 



wo 03/035065 



PCT/GB02/04763 



-374- 











228 


Thiophene-2-carboxylic 
acid5-{1H- 
benzoimidazol-2-yl)-1 H- 
pyrazol-3-yl ester 



Example 229: phamiacetitical composition 

Tablets corresponding to the formula below were prepared: 

Product of Example 1 0.2 g 

Excipient for a finished tablet containing 1 g 

(details of the excipient: lactose, talc, starch, 
magnesium stearate). 

Example 1 is taken as pharmaceutical preparation example, it being possible for this preparation to be 
produced, if desired, with other products in exan:q>les in the present application. 

JSXAMPLE230 

(a) S,6-Dimetlivl-2-r5-methvlsulfanvl-lH-pvrazol-3-vlVlH-benzoimidazole 




A mixture of 5,6-dimethyl-2-(5-me%lsulfenyl-lH-pyni2»l-3-yl)-l-(2i-trm 

IH-benzoimidazoie [90mg, Rejferenoe Example 1(a)], hydrochloric acid (2mL, 4N) and«thanol (4mL) 
was beated at reflux tenq)erature for 16 hours then cooled to room temperature. The pH of the reaction 
mixture was adjusted to 7 by addition of saturated sodium bicarbonate solution. The resulting solid 
was filtered, then washed with water and then dried in a vacuum oven to give 5.6-dimethvl-2-f5- 
methvlsulfan vl-lH-pvrazol-3-vn-lH>benzoimidazole f38mgV LC-MS ^/DETHOD A): = 2.22 

minutes; 259 (M+H)"*". 



(b) 6-CMoro-5-methvl-2-f5-methvlsulfanvl-lHH3vra2ol-3-vn-lH-ben2oiniidaz^^^ 
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SCH, 



By proceeding in a similar manner to Exanq)le 230(a) above but using 6-chloro-5-methyl-2-(5- 
methylsulfanyl-lH-pyrazol-3-yl)-H2-trimethylsilanyl-ethoxymethyl)4H-beM^ [Reference 
Example 1 (b)] there was prepared 6^hloro-5''methvl-2-(S-methvlsulfianvl -lH>pvra2ol-3'-vlVlH- 
benzoimidazole. 

(c) 6-Chloro-2-^5>ethvlsulfanvl-lH-pvrazol>3>viV5-methvl-lH-benzoixDida2oIe 




SOljCHj 



N- 



NH 



By proceeding in a similar maimer to Example 230(a) above but using 6-chloro-2-(5-€thylsulfanyl-lH- 
10 pyrazol-3-yl)-5-methyI-l-(2-trimethylsilanyl-ethoxymethyl)-lH-benzoimidazole [Reference Example 
1 (c)] there was prepared 6-chloro-2-f5-ethvlsulfanvl-lH-pvrazol-3-vn-5-methvl-IH-ben2aimidazole . 

(d) 2-('S-methvlsulfanvl-lH-pvra2ol-3-vn-S-trifluoromethvl-lH-V "7nitniHiiynlp. 



CF, 




N 




SCH, 



NH 



15 By proceeding in a similar manner to Exaiiiple 230(a) above but using 2-(5-inethylsulfenyl-l H-pyrazol- 
3.yl).5.trifluoromethyl-l-(2-trimethylsilanyl-ethoxymethyI)-lH-benzoimidazole [Reference Example 
1(d)] there was prepared 2-(5-methylsulfanvl-lH-pvra2ol-3-vl')-5-trifluorometbvl-lH-benzoimida2ole . 



20 



(e) 2-(5-Cvclopropvlmethvlsulfanvl-lH-pvrazol-3-vl1-5.6-dimethYl-lH-benzoiinidazole 



HjC 



H3C 




S— CHj 



By proceeding in a similar manner to Example 230(a) above but using 2-(5-cyclopropylmethylsulfanyl- 

lH-pyrazol-3-yl)-5,6-^methyl-l-<2-trimethylsilanyl-ethoxymethyl)-lH-benzoin^ 

Example 1(e)] there was prepared 245-cvclopropvhnethvlsuIfanyl-lH-p vrazol-'3-vlVSi6-dimethv^^ 

benzoimidazole . LC-MS (METHOD A): Rj = 2.47 minutes; 299 (M+H)+ 
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(f) 2-^5-Ethvlsulfanvl4H-pviazol-3-vlV5,6-dimethvl4H-beDzoimidazole 

H3C\..^::^:s^N ^^^^^^^^ 




H3C 



By proceeding in a similar manner to Example 230(a) above but using 5,6-dimethyl-2-<5-ethylsulfanyl- 



5 lH-pyrazol-3-yl)-l-(2-trimethylsilanyl-ethoxymethyl)-lH-benzoiimdazole [Reference Example 1(f)] 
there was prepared 2 -f5-ethvlsulfanvl-lH-pvra2ol-3-vlVS.6-dimethvl~lH-benzoimidazole . LC-MS 

(METHOD A): Rt = 2.32 minutes; 273 (M+H)+ 

(g) S,6-Dimethvl-2-f5-fpvridin-3-vlmethvlsulfanvlVlH-pvra2ol-3-vn-lH-ben2oimi^ 



By proceeding in a similar manner to Example 230(a) above but using 5,6-dimetliyl-2-[5-(pyridin-3- 

yl)methylsulMyl-lH-pyrazol-3-yl]4-(2-trimethylsilanyl-ethoxymethyl)-lfr 

[Reference Example 1(g)] there was prepared 5.6-dimethvl- 2-r5-(Dvridin-3-vlmethvlsuifanvn-lH- 

pvrazol-3-vn-lH"ber^otmida2Qle a s a colourless solid. 



By proceeding in a similar manner to Example 230(a) above but using 5-£luoro-2-(5-methylsulfanyl- 
lH-pyrazol-3-yl)-K2-trimethylsilanyl-<tho;^ethyl)-lH-benzoimidazole [Reference Example 1(h)] 
20 thfifft was prepared 5-fluoro-245-methvlsulfanvlVlH-pvrazol-3-vlVlH-ben2o imidazole. . MS: 249 

(M+H)+ 

(i) 5.6-.Dimethvl-2>/5-phenethvlsulfanvl-lH-pvrazol'3"VlVlH-ben2oimidazole 




(h) 5-Fluoro-2-r5>methvlsulfanvn-lH-Dvrazol-3-vlMH-benzoimidazole 
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By proceeding in a similar manner to Example 230(a) above but using 5,6-dimethyl-2-{5- 
phenethylsulfanyl-lH-pyrazol-3-yl)-K2-trimethylsilanyl-ethoxy^ 

[Reference Example l(i)] there was prepared S-6^me1hvl-2-r5-phenethvlsulfanvl-lHH)vrazol>3-vl)- 
IH-benzoimidazole. 



(j) 4-MethvU2-(5-methvlsulfanvl-lH-Dvrazo U3-vlVlH>ben2oimidazole 




By proceeding in a similar manner to Example 230(a) above but using 4-methyl-2-(5-methylsulfenyl- 
lH-pyrazolO-yl)-l (2-trimethylsilanyl-ethoxymetiiyl>lH-benzoinud^^ [Reference Exan^le IQ)] 
there was prepared 4-metlivl-2-f5-methvlsulfanvl -1H>nvrazol--3-vlVlH-benzoimid MS: 245 

(M+H)+ 

(k) 5,6-Dimethvl-2-f5^benzvlsu) fanvl-lH-pvrazol-3-vlVlH-benzoimidazole 




By proceeding in a similar manner to Example 230(a) above but using 2-(5-ben2ylsulfanyl-lH-pyrazol- 
3-yl)-5,6-dimethyl-l-(2-trimethylsilanyl-€thoxymethyl)-lH-benzoimidazole [Reference Exanaple l(k)] 
there was prepared S-6.dimethvl-2-r5-ben2vlsul& tiv1-lH-^vrazol-3-vlVlH-benzou^^ 

(I) 6.^lQro-S--me1hvl-2-r5-morpholin-4-vl-lH- pvrazol-3-vlVlH-43^^ 




By proceeding in a similar manner to Example 230(a) above but using 6-chloro-5-methyl-2-(5- 
morpholin^yl4H-pyrazol-3-yl)-l-<2-trimethylsilanyl-ethoxymethyl)- 

Example 1(1)] there was prepared 6-chloro>5-methvl-2-r 5-mo rpholin-4-vl4 H-pvra2oI-3-yl)-lHT 
benzoimidazole. 
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(m) 5.6-Dimethvl-245-ftfaiophea-2-vlmethvlsulfaavlVlH -pvra2ol-3-vn-lH-^^ 

By proceeding in a similar manner to Example 230(a) above but using 5,6-dimetliyl-2-[5-(thiophen-2- 
ylmethykulfanyl)-lH-pyrazol-3-yl]4-(2-trimethylsilanyl-et^ 

[Reference Example l(m)] there was prepared 5-6-dimethvU245-rthiQphen-2-vlmethvlsulfanvlVlH- 
pvra2Ql-3-vn-lH-benzoimida26le. 



EXAMPLE 231 

10 f2-(5-Ethvlsulfanvl-lH-Dvrazol-3-vlV5-methoxv-lH-benzoiro ida2ole hydrochloride 



15 



20 



CH3O 




SCH2CH3 



A mixture of 3,3-bis-€thylsulfanyl-H5-methoxy-lK24rimethylsilanyl-ethoxyM 
ben2oimidazol-2-yl]-propenone [«0.78mmole. Reference Example 20')] and hydrazine hydrate <500|iL) 
in ethanol (6mL) was heated at reflux temperature for 18 hours, then evaporated. The residue was 
purified on the Flashmaster to give 2-(5-ethylsulfanyl-lH-pyrazol-3-yl)-5-methoxy-l-(2- 
trimethylsilanyl-ethoxymethyl)-lH-benzoimidazole which was treated with ethanol (6mL) and 
hydrochloric acid (3mL). This mixture was heated at reflux temperature for 18 hoiirs and then 
evaporated to give 2-r5-ethvlsulfanvl- lH-pvrazol-3-vn-5-methoxv-lH -benzoimidazole hvdrochloride. 

LC-MS (METHOD A): Rj - 2.17 minutes; 275 (M+H)+. 



(a) 



EXAMPLE 232 

5-Methvl-2-(5-.methvlsulfanvl-4-propvl-lH-pvrazol- 3-vlVlH-benzoimida2olc 

CH^CHjCIi, 




A mixture of 2-(bis-methylsulfanyl-methylene)-H5-methyl4H-benzoimidazol-2-yl)-pent^^ 
25 [~0.49mmole, Reference Example 2(1)] and hydrazine hydrate (200|iL) in ethanol (6mL) was heated at 
reflux temperature for 2 days, then evaporated. The mixture was then treated with hydrochloric acid 
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(4mL, 4N) and heating was continued at reflux temperature for a further 24 hours. The reaction 
mixture was cooled, then neutralised by addition of sodium hydroxide solution (4N) and then extracted 
with dichlorometfaane. The extract was evaporated to give 5-methvl-2-f5-methv1sulfanvl-4-propvl-lH- 
pvra2ol>3-vn-lH--benzoimidazole . MS: 287 (M+H)+ 



(b) 2-(^5-(4-methoxv-beTizvlsulfanvn-4-propyl-l H'-pvra2oi-3-vlV 5-methvl- 1 HAftnt^mmiHflynlft 



By proceeding in a similar manner to Example 233(a) above but using 2-[bis-(4-methoxy- 
ben2ylsulfanyl)-metbylene]-l-(5-methyl-iH-benzoimidazol-2-yl)-pentan-l-one [Reference Exan^le 
10 2(m)] there was prepared 2-r5~r4-methoxv-benzvlsulfanvn-4-propvl-lH-pvraz ol>3-vlV 5-methvl-lH- 

benzoimidazole . MS: 393 (M+H)+. 

(c) 2-(5-Ben2vlsulfanvM--isopropvMH-pvrazol-3-vlV5-methvl-lH-benzoimidazole 



15 By proceeding in a similar manner to Exan^)le 232(a) above but using 2-(bis-benzylsulfaiiyl- 
methylene)-3-methyl-l-[5-inetiiyl-l-{2-trimethykilanyl-etiioxymeth^^^^ 

1-one [Reference Example (2n)] there was prepared 2-^S-benzvlsulfanvl^isopropvl-lH-p vrazol-3-vlV 
5-methvMH-benzoimidazple . MS: 363 (M+H)'*'. 

20 (d) 2-f5-Methvlsulfanvl^methvl-lH-pvraTOl-3-vLVS-rpethoxv-lH -b 



5 






By proceeding in a similar manner to Example 232(a) above but using l-[5-methoxy-l-<2- 
triinethylsilanyl-^thoxymethyl)-lH-benzoinudazol-2-yl]- 2-methyl-3-(bis-methanesulfenyl)-l- 
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propenone [Reference Example 2(r)} there was prepared 24 5-methvls ulfanvl-4-methvl-lH-pvrazol-3- 
vlV5-methoxv- IH-ber -y^^rni^g^yn^ft 

(e) 2-(5-MethvlsulfanvM-inethvl-l H-pvrazoI-3-vl VS-methvl-1 H-benzoimidazole 



By proceeding m a similar manner to Example 232(a) above but using l-[5-methyl-l-(2- 
trimethylsilanyl-ethoxymethyl)-lH-benzoimidazol-2-yl]- 2-methyl-3-(bis-methanesulfenyl)-l- 
propenone [Reference Example 2(t)] there was prepared 2-r 5-methvlsulfanvl-4-m ethv[-lH-Dvrazol-3- 
vlVS-methvl-lH-benzoimidazole . 



A solution of 5-cWoro-2-(4-nitro-lH-pyrazol-3-yl)-lH-benzoimidazole [91mg, Example 239(a)] in 
15 ethanol (40mL), under nitrogen, was treated with palladium on carbon (spatula tip, 5%). The mixture 
was stirred under hydrogen for 3 hours and then filtered through Celite. The filter pad was washed 
well with dichloromethane. The combined filtrate and washings were evaporated to give 3-r5-chloro- 
lH-ben2oimida2ol-2>vlVlH-pvrazol-4-vlamine (1 16mg). LC-MS (METHOD A): Rj « 2 minutes; 234 

(M+H)-^. 

20 

(b) 3-(5,6«IMchloro«lH-benzoimidazol-2-vlVlH-Pvrazol-4-ylainme 



By proceeding in a similar manner to Example 233(a) above but using 5,6-dichloro-2-(4-nitro-lH- 



pyrazol-3-yl)- IH-benzoimidazole [Example 239(b)] there was prepared 3-(5>6-dichloro-lH- 
25 benzoimida2ol>2-vn-lH-Pvr ^^'^^-^Ylatnine LC-MS (METHOD A): Rj = 2.37 minutes; 268 (M+H)"*". ^ 




EXAMPLE 233 

(a) 3-f S-Chloro- 1 H,liftnyniini dazol-2-vlVl H-pvra2ol-4-vlamine 
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(c) 3-(S.6-DiniethvI- 1 H-benzoimidazol-2-vn-lH-Dvrazol-4-vlamine 




CH3- 

By proceeding in a similar manner to Example 233(a) above but using 5,6Hlimethyl-2-(4-nitro-lH- 
pyrazol-3-yl>lH-benzoimidazoie [Example 249(a)] there was prepared 3-f5,6-<iimethvl-lH- 
ben2oimida2ol-2-vn-lH-pvra2ol-4-vlamine as a brown solid. LC-MS (METHOD B): Ry = 2.29 

minutes; 228.25. (M+H)+. 



(d) 3-f5-Ethvl-^n3ethvl4H-benzoiniidazoI-2-vl>-lH-pvrazol'4 -ylaTniTie 




NH 



10 By proceeding in a similar manner to Example 233(a) above but using 5-ethyl-6-methyl-2-(4-nitro-l H- 
pyrazol-3-yl)-lH-benzoimidazole [Example 249(b)] there was prepared 345-ethvl-6-methvl-lH- 
benzoimidazol-2>vlVlH->pvrazol-4-vlamine as a brown solid LC-MS ^METHOD B): Rj = 2. 14 

minutes, 242.20 (M+H)+ 



15 (e) 



20 



3-(6-chloro-5-methoxv-lH~benzoimidazol-2-vlVlH-pvrazol-4-vlamine 



CH,0 




NH 



By proceeding in a similar manner to Example 233(a) above but using 6-chloro-5-methoxy-2-(4-nitro- 
lH-pyrazol-3-yl)-lH-benzoimida2ole [0.7g, Example 249(c)] there was prepared 3-r6-chloro-5- 
methoxv-> H-ben!ZQimida2Ql»2-viV lH-pyrazol-4-vlamine (0.54 g) as a brown jfoam. MS 264 (M+H)+. 

(f) 3-(5-Methoxv-lH-benz nimidaynl- ?.-vtVlH-pvrazol-4-vlamiae 

HjN 



NH 
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By proceeding in a similar manner to Example 233(a) above but using 5-methoxy-2-(4-nitro-lH- 



ben2oimidazol-2»vlVlH>pvra:rQl-4-vlamine (257mg) as a dark brown solid. LC-MS (Method H): Rj - 
L23 minutes, 230.25 (M+H)+ 228.25 (M-H)-. 

5 

(g) 3>4^5-Ethoxv>lH-benzoimidazol-2-vn-lH-pvrazol-4-vlamine 



By proceeding in a manner similar to Example 233(a) above but using 5-ethoxy-2-{4-nitro-lH-pyrazol- 
3-yl)-lH-ben2oimidazole [407mg, Example 252(c)} there was prepared 3>r5-ethoxv-lH -ben2oimidazol- 
10 2-vlVlH-pvra7nl-4-vlamine (375mg) as a dark brown oil. LC-MS (Method H): Rj = 1 -43 minutes, 

244.26 (M+H>+ 242.28 (M-H)". 

(h) 3-(5-Fluoro-6-methvl-lH-benzoimidazol-2-vlV-lH-Pvra2ol-4-vlamine 



15 By proceeding in a manner similar to Example 233(a) above but using 5-fluoro-6-methyl-2-(4-nitro- 
lH-pyrazol-3-yl)-lH-benzoimidazole [Example 249(d)} there was prepared 24 5-fluoro-6-methvl-lH' 
benzoimidazol~2>vlVlH-pvra2Ql-4-vlamine (0.590g) as a brown solid. LC-MS (METHOD J): Rj 

2.25 minutes, MS: 232.29 (M+H)-^. 
20 (i) 3-(5-Trif1uorQmethoxv-lH-beD2oimida2ol-2-vlVlH-pvrazoM-vlamine 



By proceeding in a manner similar to Example 233(a) above but using 5-trifluoromethoxy-2-(4-nitro- 
lH-.pyrazol-3-yl>.lH-benzoimida2ole [Example 249(e)] there was prepared 3-<^5-trifluoromethoxv-lH- 
benzoimidazol-2-vlVlH-pv raznl.4-YlaTmTie (0.920g) as a brown solid. LC-MS (METHOD J): Rj - 

25 2.76 minutes, 284.23 (M+H)*^. 



pyrazol-3-yl>lH-ben2oimidazole [373mg, Example 257(f)] there was prepared 3-(S-methoxV'iH- 
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10 




(j) 3-r5-TrifluorQmethvl-lH-ben2oimidazol-2-vlVlH-pvrazol-4-vl^ 



NH 



By proceeding in a manner similar to Example 233(a) above but using 5-trifluoromethyl-2-(4-mtro-lH- 
pyra2oI-3-yl)-lH-benzoimidazoie [Example 249(f)] there was prpparPfl '^^S-trifluoromethvl-'lH- 
benzoimidazol-2-vn-lH-Dv ra7f.l.4-ylamine (0. 150g) as a brown solid LC-MS (METHOD B): Rt = 

3.00 minutes, 268.16 (M+H)+. 

(k) 9-(4-Amifin-iH>pvrazol-3-vlVlH-b ^"'y^i'^»^^7 ole-5-carbo acid methvl ester 



CH3O 












> 








H 





NH 



15 



By proceeding in a manner similar to Example 233(a) above but using 2-(4-nitro-lH-pyrazol-3-yl)-lH- 
benzoimidazole-S-carboxylic acid methyl ester [Example 249(h)] there was prepared ?.-(4-amino-lH- 
pvrazol-3-vlVlH-benzoimidazole>5-carboxvlic acid methvl ester ( 1 , 1 Og) as an off-white solid LC-MS 

(METHOD B>: Rj = 2.40 minutes, 258.17 (M+H)+ 



(a) 



EXAMPLE 234 
3-flH-Benzoi Tnida2ol-2-vlVlH-indazole 




20 A mixture of 1,2-diaminobenzene (108mg), indazole-3-carboxyiic acid (1 1 8mg) and polyphosphoric 
acid (ImL) was heated at 150-160°C for 24 hours. The mixture was cooled, then diluted with ice water 
(lOmL) and then treated with ethyl acetate (lOmL). The aqueous layer was basified by addition of 
solid potassium carbonate. The layers were separated and the aqueous layer was extracted with ethyl 
acetate (lOmL). The combined organic phases were dried and then evaporated The residue was 

25 subjected to chromatography on silica eluting with a mixture of heptane and ethyl acetate to give 
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3-<^lH-beDzoimidazol-2-vlVlH-mdazole (78mg). LC-MS (METHOD A): Rx 1.28 minutes; 235 
(M+H)+ 



(b) 3-C5>Methoxv-IH-benzoimidazol-2-v[VlH-indazole 



CH3O 




By proceeding in a similar manner to Example 234(a) above but using 4-methoxy-l,2-diaminoben2ene 
hydrochloride there was prepared 3-r5-methoxv- 1 H-benzoi miHaynUl- Y^ V IH-indazole as a solid. 
LC-MS (METHOD A): Rx = 1.28 minutes; 265 (M+H)+ 



10 (c) r2-fhidazol-3'-vlVlH-benzoimida2ol-5-vn-phenvl-methanone 




By proceeding in a similar manner to Example 234(a) above but using 3,4-diaminobenzophenone there 
was prepared [2-(indazol-3-yl)-lH-benzoimidazol-5-yl]-phenyl-methanone as a solid. 

LC-MS CMETHOD A): Rx = 1.73 minutes; 339 (M+H)+ 

15 

(d) 2-nH-Indazol-3-vlV3H-benzoimida2ol-4-ol 




By proceeding in a similar manner to Example 234(a) above but usmg 2,3-diaminophenol there was 
prepared 2-(lH4ndazol>3-vlV3H-ben2oimidazol-4-ol as a solid. LC-MS (METHOD A): Rx = 1-63 

20 minutes; 251 (M+H)+ 



(e) 2-Phenvl-lH-imidazcl r4,5-b]pvrazine 
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By proceeding in a similar manner to Example 234(a) above but using 2,3-diaminopyrazine [Reference 
Example 9] and benzoic acid there was prepared 2-phenvl-lH- imidazoir4.S-b1pvrazme as a pale brown 
solid, mp 239-240**C. HPLC (METHOD Al): Rj = 10.18 minutes. 

5 

(f) 3-^5>6-Dimethvl-lH--ben2oimidazol-2-vlVlH-indazole 



By proceeding in a similar manner to Example 234(a) above but using l,2-diamino-4,5- 
dimethylbenzene there was prepared ^-f^,^-Httnftt hvi-lH4)enzo imidazol-2-vn-lH-indazole (28mg). 

10 LC-MS (METHOD A):Rx = 1 34 minutes; 263 (M+H)+ 
(g) 2-( lH-indazol-3-vlV3H-in iida2or4.S-c1pvridine 



By proceeding in a similar manner to Example 234(a) above but using 3,4-diaminopyridine there was 
15 prepared 2-aH-indazQl-3>vn-3H-iinida2or4.5-c1pvridine as a solid MS: 236 (M+H)"^. HPLC 
(METHOD A): Rj = 2.48 minutes. 

(h) 2-riH-indazole-3-vn-3H-i TniHayn[4^S -blpvridine 






20 
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By proceeding in a similar manner to Example 234(a) above but using 2,3-diaminopyridine there was 
prepared 2-(l H-indazole-3-vnr3H-imida2or4.S-b1pvridine as a solid. MS: 236 (M+H)+. HPLC 
(METHOD A): Kj = 2.49 minutes. 

EXAMPLE 235 

(a) 2-CIH-Pvrazol-3vn^lH-ben2oimidazo!e 

A mixture of lH-pyrazole-3-carbaldehyde (0.96 Ig, Reference Exanqile 10), o-phenylenediamine 
(0.973g), sodium bisuliSte (1.898g) and dry dimethylfoimamide (lOmL) was stirred at reflux for 2 
hours, then cooled to room temperature and then poured onto cracked ice (35g). The mixture was 
filtered and the solid was washed with aqueous sodium bicarbonate and then with water. The solid was 
vacuum dried at 70°C and then recrystaliised from ethanol to give 2-flH-pvrazol-3vlVlH- 
benzoimidazole (0.645g\ as a pale yellowish solid, mp 335-338^C. [Elemental analysis:- C, 62.56%, H, 
4.04%, N, 29.14%. Calculated for C10H8N4:- C, 65.19%, H, 4.39%, N, 30.42%]. 

(b) 3-(5.6-Dimethvl-lH-benzoimidazol-2-vlV5-methoxv-lH-indazole 




By proceeding in a similar manner to Example 235(a) above but using 3-foimyl-5-methoxy-indazole-I- 
carboxylic acid tertAmtyl ester [Reference Example 20(a)] and 4,5-dimethylbenzene-l^-diamine there 
was prepared 3-f5.6-dimethvl-lH-benzoimida2ol-2>vlV5-methoxV"lH-indazole as a white solid. 
LC-MS (METHOD B): Rx = 2.35 minutes; 289 (M+H)+ 



(c) 3-(5-Ethvl-6-methvl-lH-benzoimida2ol-.2-vn-5-methoxv-lH-inda2ole 



wo 03/035065 



PCT/GB02/04763 



-387- 



CH3O, 




By proceeding in a manner similar to Example 235(a) above but using 3-fomQ'l-5-mfithoxy-indazole-l- 
carbo^qrlic acid tert-butyl ester [Reference Example 20(a)] and 4-ethyl-5-noethyl phenylene diamine 
[Reference Example 30], and subjecting the reaction product to flash colunm chromatograplqr on silica 
eluting with a mixture of ethyl acetate and 40-60 petrol (1:1, v/v), there was prepared, 3-(5-ethyl-^- 
methvl-lH-benzoimidazol-Z-vlVS-methoxv-lH-indazole as anale yellow solid. 

LC-MS.(METHOD B): Rj= 2.48 minutes; 307 (M+H)+ 



10 



15 



20 




(d) 3-r5.6-Dimethvl-lH-ben7niniiHa7ol-2-vlV5-fluor^ iW-i"'<ay"1p 

F 



By proceeding La a manner similar to Example 235(a) above but using 5-fluoro-lH-indazole-3- 
carbaldehyde [Reference Example 6(c)3 and 4,5-dimethyIben2ene- 1,2 -diamine there was prepared 
3-(5.6-dimethvl" 1 H-benzoimidazol>-2-vn-5-'fluoro- 1 H-indazole as a brown solid. 
LC-MS (METHOD B): Rt= 2.41 minutes; 281 (M+H)*. 

(e) 3-(5.6-Dimethvl-lH-benzoimidazol-2-vn-6-fluQro-lH-iDdazole 



By proceeding in a manner similar to Example 235(a) above but using 6-fluoro-lH-indazole-3- 
carbaldehyde [Reference Example 6(d)] and 4,5-dimethylben2ene-l^-diamine there was prepared 
3-(5.6>dimethvl-lH-benzQimidazol-2-vn-6-fluoro-lH-indazole (0.104g) as a brown solid. MS: 281 

(M+H>+ HPLC (METHOD Bl): Rt= 23.6 minutes. 
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(f) 3-fS.6-DimethvI-lH-benzoimidazol-2-vn-5-methvl-lH-inda2ole 

CH, 



Ti ^ 




CH3- 

By proceeding in a manner similar to Example 235(a) above but using 5-methyl-lH-indazole-3- 
5 carbaldehyde [Reference Example 6(e)] there was prepared 3-fS>6-dimeth vl-lH-4)en2oimidazol-2-vlVS- 
methvl-lH->indazole as a brown solid. LC-MS (METHOD B): Rt= 2.35 minutes; 277 (M+H)+ 

(g) 345.6>Dimethvl-lH-benzoimidazol-2>vlV6-methoxv- 1 H-indazole 

^OCHj 

w 




CH,- 

10 By proceeding in a manner similar to Example 235(a) above but using 6-methoxy-l H-indazole-3- 

caibaldehyde [Refeience Example 6(f9 there was prepared V>,fi-Himefliv[-lH-beiizoiniida7ol-2-vn-6- 
melhoxv-lH-indazole as.a pale orange solid. LC-MS (METHOD B): Rt= 2.52 minutes; 293 (M+H)+. 



15 



(h) 



S.6-Dimethvl-2-f4-phenvl-lH-pvrazol-3-vl'>-lP -*'^"™''"'''<''^"'ft 




By proceeding in a manner similar to Exanq)le 235(a) above but using 4-phenyl-lH-pyrazole-3- 
carbaldehyde [Reference Example 6(g)] there was prepared 5.fr-dimethvl-2-(4-phenvl-l H-Pvrazol-3- 
vlVlH-benzoimidazole as a white solid. LC-MS (METHOD B): Rj =2.35 minutes; 289 (M+H)"*". 



20 (i> 3-C5-EthvMH-ben2oimida2ol-2-vn-lH-indazole 
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CHjCHj 




By proceeding in a manner similar to Example 235(a) above but using 4-ethyl-plienylene diamine 
[Reference Example 29(a)], a reaction temperature of 160^*0 and subjecting the reaction product to 
flash column chromatography on sUica eluting with a mixture of ethyl acetate and hexane (2: 1) there 
5 was prepared 3-(5-€thvl-lH>benzoimidazol-2-vlVlH-indazole as an off-white solid LC-MS (Method 

D>: Rj = 23.13 minutes, 263.3 (M+H)+. 

(j) 3-(S-Ethvl-6«methvl-lH-benzoimidazol-2-vn-lH-indazole 




10 By proceeding in a manner similar to Example 235(i) above but using 4-ethyl-5-methyl-phenylene 
diamine [Reference Example 30(a)] there was prepared 3-rS-ethvl-6-metfavl-lH-benzoumdazol-2-yl)- 
IH-indazole as an off-white solid. LC-MS (Method D): Rj = 23.79 minutes, 277.3 (M+H)+ 

(k) 3-r5-Isopropvl-6-methvl-lH-benzoimiHa 7nU9-Vl)-m-indagole 




By proceeding in a manner similar to Example 235(i) above but using 4-isopropyl-5-methyl-phenylene 
diamine [Reference Example 30(b)} there was prepared 3-(5-isoprop vl-6-methvl-lH-benzoimidazbl-2' 
vlVlH-indazole as an off-white soUd. MS: 291.03 (M+H)+ HPLC (METHOD B I): Rj - 23.39 
minutes. 

20 



(1) 



3-(5-Bromo-6-methvl-lH-ben2oimidazo l-2-vlVlH-indazole 
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CH3' 



Br. 




By proceeding in a manner simUar to Example 235(1) above but using 4-bromo-5-methyl-phenylene 
diamine [Reference Example 30(c>] there was prepared 3-^ 5-bromo-6-methvl-lH-benzoimida2 oU2-vlV 
IH^indazole as an off-white solid. MS: 329.09 (M+H)+ HPLC (METHOD Bl): Rj = 22.74 minutes. 

5 

(m) 3-(5-Bromo-lH-benzoimida2ol-2>vn-lH-inda2ole 



By proceeding in a manner similar to Example 235(i) above but using 4-bromo-phenylene diamine 
[Reference Example 30(e)] there was prepared 3-(5-bromo- 1 H-benzoimida2ol-2-vlV IH-indazole as a 
10 brown solid. LC-MS (Method D): Rj = 23.46 minutes, 315.15 (M+H)*. 

(n) 3-f 5-(3-Cvano^henvl-l H-benzoimidazol-2-vn- 1 H-indazole 

CN 



By proceeding in a manner similar to Example 235(i) above but using 3',4*-diaminobiphenyl-3- 
15 carbonitrile [Reference Example 30(f)] there was prepared 3-f5-f3-cvanoVhenvl-lH- benzoimidazol-2- 
vlVl H-indazole as a white solid. MS: 335.3 (M+H)+ HPLC (METHOD Bl): Rj = 21.47 minutes. 

(o) 3-(5-(Pvrid-3-vlVlH-benzoimidazol'2-'VlVlH-indazole 
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By proceeding in a manner similar to Example 235(i) above but using 4-(pyridine-3-yl) benzene-1,2- 
diamine [Reference Example 30(g)] there was prepared 3-(5-(:pvrid-3-vlVlH-benzoimidazol-2-vlVlH- 
indazole as a white solid. MS: 3 12.2 (M+H)+ HPLC (METHOD Bl): Rj = 8.58 minutes. 

(p) 3-^6-Methvl^5-phenvl-lH-benzoimida2ol-2-vlVlH-indazole 




By proceeding in a mamier similar to Example 235(i) above but using 6-methylbiphenyl-3,4-diamine 
[Reference Example 30(h)] there was prepared 3-f 6-methvl-5-phenvl- 1 H-benzoimidazol-2-vlV 1 H- 
indazole as a white solid. MS: 325.3 (M+H)"^. HPLC (METHOD Bl): Rj = 14.48 minutes. 

(q) 3-f5-PhenvMH-benzoiinidazol-2-vn-lH-indazole 




By proceeding in a manner similar to Example 235(i) above but using 4-biphenyl-r3,4-diamine 
[Reference Example 30(1)] there was prepared 3-<'5-phenvMH'-ben2oimidazol-2-vl)-lH-indazole as a 
white solid. MS: 3 1 1.2 (M+H)"*". HPLC (Method D>: Rj = 24.54 minutes. 

(r) 3-f5-^-Fluoro)phenvl-lH-benzoimidazol-2-vlVlH-indazole 




By proceeding in a manner similar to Example 235(i) above but using 2 -fluorobiphenyl-3,4-diamine 
diamine [Reference Example 30(j)] there was prepared 3-f5-(2-fluoro)phenvl-l H>hen7r>imi da2ol-2"Vn- 
IH-indazole as a white solid. MS: 329.2 (M+H)"^. HPLC (METHOD Bl): Rj = 22.54 minutes. 



(s) 3"f5-(!3.4-methvlenediQxv)phenvl-lH-benzoimidazol-2-vlVlH-indazole 
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By proceeding in a manner similar to Example 235(i) above but using 4-benzo[l,3]dioxol-5-ylbenzene- 
1,2-diamine [Reference Example 30(k)] there was prepared 3-f5-(5.6-methvlenedioxv)phenvl-lH- 
benzoimidazol-2-vn-l H-indazole as a white solid MS: 355.2 (M+H)*^. HPLC (METHOD Bl): R7 = 
5 22.04 minutes. 

(t) 3-(5-(2-Methoxv>phenvl-lH-benzoimidazo^2>vlVlH-indazole 



By proceeding in a manner similar to Example 235(i) above but using 2'-methoxybiphenyi-3,4-diamine 
10 rReference Example 30fl'^T there was prepared 3-f5-r2-metfaoxv^phenvl-lH-benzoimidazoi-2-vlVlH" 

indazole asa white solid. MS: 341.2 (M+H)+ HPLC (METOOD Bl): Rj = 22.09 minutes, 
(u) 3-f5-(4-Chloro'^phenvl-lH-ben2oimida2ol-2-vl>-lH-inda2ole 




15 By proceeding in a manner similar to Exair^le 235(1) above but using 4'-chIorobiphenyl-3,4-diamine 
[Reference Example 30(m)] there was prepared 3"('5-f4-chloro)phenvMH-benzoimida2ol-2-vlVlH- 
indazole as a white solid. MS: 345.2 (M+H)"^. HPLC (METHOD Bl): R7 ^ 23.71 minutes. 




(v) 3-f5-(4-Methvnphenvl'-lH"benzoirmdazol-2-vlVlH-indazole 
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By proceeding in a nianner similar to Example 235(i) above but using 4'-methylbipheayl-3,4-diamine 
diamine [Reference Example 30(n)] there was prepared 3-(5-('4-methvnphenvl- 1 H-'benzoimidazol-2- 

vlVlH-indazole as a white solid MS: 325.1 (M+H)+ HPLC (METHOD CI): Rt= 15.22 minutes. 
5. (w) 3-f5-Benzvloxv-lH-benzoimida2ol«2-vlVlH"indazole 



By proceeding in a manner similar to Example 235(i) above but using 4-benzyloxybenzene-l,2"diamine 
[Reference Example 30(o)J there was prepared 3-f5-benzvloxv-lH->benzoimidazol-2-vlVIH-indazole as 

a white soUd. MS: 339.3 (M+H)+. HPLC (METHOD Bl): Rj = 22.32 minutes. 

10 

(x) 3-f5.6-Methvlenedioxv-lH-benzoimida2ol-2-vlVlH-indazole 



By proceeding in a manner similar to Example 235(i) above but using benzo[l,3]<lioxole-5,6-diamine 
[Reference Example 30(p)} there was prepared 3-(5,6-methylencdioxY-lH-ben2oimidazol-2-vlVlH- 

1& mdazole as a white solid. LC-MS (METHOD B): Rj = 2.25 minutes; 279.22 (M+H)+ 
(y) 3-(5.6-Dimethoxv-lH -ben7nimi dazol-2-vn-lH-indazoIe 



By proceeding in a mamier similar to Example 235(i) above but using 4,5-dimethoxybenzene-l^- 
20 diamine [Reference Example 30(q)] there was prepared 3-( 5>6-dimethoxv- i H-4)enzoimidazol-2-vlVlH- 

indazole as a white solid. LC-MS (METHOD B): Rx = 2.16 minutes; 295.26.(M+H)+ 






(z) 3-f5,6-Diethvl-lH-benzoimidazol-2»vl) -1H-iTida7n1ft 
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CHjCHf 



CH^CHj 




By proceeding in a manner similar to Example 235(i) above but using 4,5-<iiethylbenzene-l,2-dianiine 
[Reference Example 30(r)] there was prepared 3-^5.6-diethvMH-benzo imiHa7nl-9 -vn-lH-inda2ole 
as a white solid. LC-MS (METHOD B): Rj ^ 2.49 minutes; 291.32 (M+H)+. 

5 

(aa) 3"f4.5-Dimethvl-lH-benzoimidazoI-2-vlVlH»indazole 




By proceeding in a manner similar to Exanqjle 235(i) above but using 3,4-dimethylbenzene-l^- 
diamine there was prepared 3-r4,5-dimetfavl-lH-ben2oimidazol-2-vIVlH-indazolea s a white solid. 
10 LC-MS (METHOD B): Rj = 2.3 1 minutes; 263.24 (M+H)+ 

(ab) 2-flH-Indazol-3-vlVlH -henTniTntHa 7ole-S-carbonitrile 



By proceeding in a manner similar to Example 235(i) above but using 3,4-diaminobenzonitrile amine 
15 there was prepared 2-QH-indazol-3-ylV 1 H-ben2oimidazole-5'-carbonitrile as a white solid. 
LC-MS (Method D): Rj = 21.81 minutes, MS: 260.i0 (M+H)"^. 




(ac) 3-fS-methoxvcarbonvl-lH-ben2oimidazol-2-vn-lH-indazole 
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By proceeding in a manner similar to Example 235(i) above but using 3,4-diaminobenzoic acid, methyl 
ester there was prepared 3-f 5-methoxvcarbonvl- lH-benzoimidazol-2-vlVl H-indazole as a white solid. 
LC-MS (Method D): Rj = 22. 13 minutes, 293. 1 6 (M+H)+ 



(ad) 3-(5,6-Dimethvl-IH>ben2oimidazol-2-vlV5-ethoxv-lH-indazoie 




By proceeding in a manner similar to Example 235(a) above but using 5-ethoxy-3-fonziyl-indazole-l- 
carboxylic acid rert-butyl ester [Reference Example 20(d)3 there was prepared 3-^5.6-dimethvl-lH- 

benzoiniidazol-2-vIV5-ethoxv-lH-indazole as a pale orange solid. MS: 307 (M+H)"*". HPLC 
(METHOD 81): Rj = 13.58 minutes. 

(ae) 3-f5.6~Dimethvl-lH-ben2oimidazol»2-vlVpvra2olfr4-carboxvlic acid ethvl ester 




By proceeding in a manner similar to Example 235(a) above but using 3-fonnyl-pyiazole-4-carboxylic 
acid ethyl ester [Reference Example 6(i)J there was prepared 3-(5,6-dimetfavl-lH-ben 7nimiriaynl-9.- ylV 
pvrazole^-carboxvlic acid ethvl ester as- a pale brown solid, LC-MS (METHOD B): 2.56 minutes; 285 
(M+H)+ 

(af) 2*f4-Isopropvlcarbamovl-lH-pvncol->3-vlVlH"benzoimidazole-5-carboxviic acid methvl ester 




By proceeding in a manner similar to Example 235(a) above but using 3-formyl-pyrazole-4-carboxylic 
acid isopropylamide [Reference Example 60)] and methyl-3,4-diamino benzoate there was prepared 2z 



10 



20 
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f44soprQp vlcarbamovl-3H-pvrazol-3-vlVlH-benzoimida2ole-5-carboxvIic acid methyl ester as a 
yellow solid LC-MS (METHOD B): 2,99 minutes; 328 (M+H)"^. 

(ag> 3-(^5.6-Dim ethvl-lH-ben2oimidazQl-2-vlVS-methvl-pvra2ole'4'Carboxvlic acid ethvl ester 



By proceeding in a manner similar to Example 235(a) above but using 3-formyl-5"methyl-pyra2ole-4- 
carboxylic acid ethyl ester [Reference Example 6(k)] there was prepared 3-(5.6-dimethvMH- 
benzoimidazol-2-vlV5-methvl-Dvra2ole-4-carboxvlic acid ethvl ester as a white solid. LC-MS 
(METHOD B): Rj = 2.59 minutes; 299 (M+H)+ 

(ah) 3"(l>5.6>7-Tetrahvdro--L3-dia2a-s-indacen-2-vlVlH-pvrazole-4-carboxvlicacid 
cvclopropvlamide 

H 



H 

By proceeding in a manner similar to Ewxsplt 235(a) above but using indane.5,6-diamine (130mg) and 
15 3-fonnyHH^pyrazole-4-carboxylic acid cyclopropylamide (150 mg, Reference Example 6(q)] and 
subjecting the reaction product to chromatography on silica [eluting with ethyl acetate/ gradient 75 to 
0%heptane} followed by trituration with acetone, there was prepared 3-(L5.6.7-tetrahvdro-l J-diaza-s- 
indacen-2-v lVlH-pvrazole-4-carfaoxvlic acid cvclopropvlamide (31mg) as a white solid. LC-MS 
(Method A): Rj = 2.85 minutes, 308 (M+H)+ 



(ai) 3-(5-Methoxv-^-paethvl-lH-benzQiTnidazQl-2--vlVlH'-pvrazole-4-carboxvlicacid 
isopropvlamide 

^^/NHCH(CH3)2 
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By proceeding in a manner similar to Ex2Lcaple 235(a) above but using 3-formyl-pyrazole-4-carboxylic 
acid isopropylamide [198mg, Reference Example 6(j)] and4-methoxy-5-methyl-benzene-l,2-dianune 
[1 66mg, Reference Example 29(b)] and subjecting the reaction product to flash chromatography on 
silica eluting with dichloromethane/methanol (95:5) followed by recrystallisation from a mixture of 
ethyl acetate and n-pentane there was prepared 3'C5-methoxv-6-methvl'lH"benzoimidazol-2-vn-lH- 
pvrazole-4-carboxvlic acid isopropylamide (145mg) as a white solid LC-MS (Method H): Rj^ 2.09 

minutes, 314^7 (M+H)^ 312.29 (M-H)". 

(aj) . 3-r5-(2-Morpholin>4-v^ethoxvVlH'benzoimidazol-2-vll"lH-inda2ole 




By proceeding in a manner similar to Example 235(i) above but using 4-(2-motpholm-4-yl-ethoxy)- 
benzene-l^-diamine [Reference Example 29(c)] and subjecting the reaction piroduct to preparative 
LC-MS there was prepared 3-r5-f2-morDholin-4-vl-ethoxvVlH-benzoimidazol-2-vl'|-lH-indazole 
(25mg> as a white solid. MS: 364(M+H)+ HPLC (METHOD Bl): Rj= 19.38 minutes. 

(ak) 3-f5.6-dhn ethvl-lH>benzoimidazol-2"vn-lH-pvrazole-4H:arboxv^ acid f2-methoxv-ethvn- 
amide 




By proceeding in a manner similar to Example 235(i) above but using 4,5-dimethyIbenzene-i;2- 
diamine and 3-formyHH-pyrazole-4-carboxylic acid (2"methoxy-ethyl)-amide [Reference Example 
6(n)] there was prepared 3-f5.6-dimethvl-lH-benzoimidazol-2-vlVlH-pvrazole-4-carboxvlic acid f2- 
methoxv-ethvlVamide (87mg) as a cream solid. LC-MS (METHOD. L): R'p = 4.23 minutes, 314.2 

(M+H)+ 

(al)- 3-(5,6-dim ethvl-lH4) eti?r>imiHfly ol-2-vlVlH-pvra2ole-4-carboxvlic acid propvlamide 
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By proceeding in a manner similar to Example 6(i) above but using 4,5-dimethyibenzene-l,2-<iiamine 
and 3-formyHH-pyra2ole-4-carboxylic acid propylamide [Reference Example 6(0)] there was 
prepared 3-(S.6-dimethvl-lH-ben7 oimidaznI- 2-vlVlH-pvrazole-4-carboxvlic acid propvlamide (73mg) 
as a pale yellow solid. LC-MS (METHOD L): Rj = 4.94 minutes, 298.29 (M+H)+ 

(am) 3-f5>6-diinethvl-lH-benzoimidazol-2-vlVlH-pvra2ole-4-carboxvlic acid ftetrahvdro-pvran-4- 
vn^amide 




By proceeding in a manner similar to Example 235(i) above but using 4,5-dimethyl-l^- 
phenylenediamine and 3-formyl-lH-pyrazole-4-carboxylic acid (tetrahydro^yran-4-yl)-amide 
[Reference Example 6(p)] and recrystallising the reaction product fit>m methanol there was prepared 
3-fS.6-dimethvMH-benzoimidazol-2-vn-lH-pvrazole-4-carboxvlic acid ftetrahvdro-pvran-4-vn-amide 
(228mg) as a white solid. LC-MS (METHOD R): Rj = 9.40 minutes, 360 (M+H)+ 

(an) 3-(5-Ethvl-6Hnethvl-lH-ben2oimida2ol-2-vn-lH-inda2oie-5-carbomtrile 




By proceeding in a manner similar to Example 235(i) above but using 4-ethyI-5-methyl-phenyIene 
dianaine [Reference Example 30(a)] and 3-formyHH-inda2ole-5-carbomtrile [Reference Example 68] 
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there was prepared 3-(5-ethvl-6-methvl" 1 H-ben2oimidazol-2-vlVl H-indazole-S-carbonitrile (133mg) as 
a pale yellow solid. MS:302(M+H)+ HPLC (METHOD Bl): Rt= 16.45 minutes. 

(ao> 3-(5-Difluoromethoxv-lH-benzoiiiiidazol-2-vlVlH"Dvra2ole-4-K:arboxvlic acid isopropvlamide 



By proceeding in a manner similar to Example 235(i) above but using 4-difluormethoxy-benzene-l,2- 
diamine [Reference Example 30(y)] and 3-formyl-pyrazoie-4-carboxylic acid isopropylamide 
[Reference Example 6(j)] there was prepared 3-f5-difluoromethoxv-lH-benzoimidazol-2-vlVlH» 
pvrazole^arboxvlic acid isopropvlamide (1 1 8mg) as a white solid. LC-MS (METHOD L): Rj = 

10.46 minutes, 336. 19 (M+H)+ 

(ap) 3-(5-Difluoromethoxv- 1 H-ben2oimidazol-2-vlV IH-pvrazole^-carboxvlic acid 
cyclopropylamidei 



By proceeding in a manner similar to Example 235(ao) above but using 3-fonnyHH-pyrazole-4- 
caiboxylic acid cyclopropylamide [Reference Example 6(q)] there was prepared 3-(5-difluoromethoxv- 
lH"benzoim tHfl7nl-?-y1 VlH-pvra2ole-4-carboxvlic acid cvclopropvlamide (63mg) as a white solid. 



(aq) 3-r6-Ethv1-5-methQxv-lH-hen7niiTiiHfl7 ol-2>vn4H-pvra2ole-4^boxvU^ acid isopropvlamide 



By proceeding in a manner similar to Example 235(i) but using 4-ethyl-5-methoxy-ben2ene-l ,2- 
diamine [200 mg. Reference Example 30(z)] and 3-formyl-pyrazole-4-carboxylic acid isopropylamide 





H 



LC-MS (METHOD L): Rj = 10.18 minutes, 334.17 (M+H)+ 
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[Refereace Example 6(j)] there was prepared 3-f 6-ethvI-5-methQXV- lH-benzQimidazol-2-vn- 1 H- 
pvra2ole-4-carfaoxvlic acid isopropvlamide (115 mg) as an off-white solid. LC-MS (METHOD L): Rj 

= 1 1 .34 minutes, 328.24 (M+H)+ 



5 (ar) 3-^5,6-Dlniethvl-lH-benzoimidazol-2'VlVlH-indazole-5-carbonitriiedihv^^ 

NC 




.2HC1 



10 



15 



20 



By proceeding in a manner similar to £xancq>le 235(i) above but (i) using 4,5-dimethyl-phenyIene 
diamine and 3-formyl-lH-inda2ole-5-carbonitrile [Reference Example 68] (ii) treating a suspension of 
the reaction product in methanol with a solution of hydrochloric acid (4M) in 1,4-dioxane followed by 
evaporation of the mixture (iii) trituration of the residue with methanol and (iv) reciystallisation from 
diethyl ether, there was prepared 3«( S.6-dimethvl-l H-benzoimidazol-2-vlV IH-indazole-S-carbonitrile 
dihvdrochloride (133mg) as an off-white solid LC-MS (METHOD B): Rj = 2.32 minutes, MS: 288 

(M+H)+ 

(as) 3-( 5-nitro- lH-benzoimidazol-2-vl VI H-indazole 




By proceeding in a manner similar to Example 235(a) above but using 4-nitrophenylenediamine there 
was prepared 3-f5-nitro-lH-benzoimtdazol-2-vlVlH-indazole as red solid MS: 280.17 (M+H)"^. 
HPLC (Method Bl): Rj = 3.00 minutes. 

EXAMPLE 236 
2-( 5-Methvl-l H-pvrazol-3-vlVlH-benzoimidazole 
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. A mixture of o-phenylenediamine (1.08g) and 5-methylpyrazole-3-carboxylic acid (1.266g) was finely 
ground and the finely ground material was heated at 160°C for 3 hours and then cooled to ambient 
temperature. The reaction mixture was recrystallised fi-om ethyl alcohol (50mL) to give a light blue 
solid (0.27g). The filtrate gave another crop (O.lg) on standing. The combined solids were 
5 recrystallised fix)m ethyl alcohol to give 2-(S-methvl-lH-pvrazol-3-vlVlH-ben2oimidazole (223mg) as 
a lilac coloured solid, mp 322-324°C. [Elemental analysis> C, 66.54%; H, 4.80%; N, 28.14%. 
Calculated for 1H10N4:- C, 66.64%; H, 5.09%; N, 28.27%]. 

EXAMPLE 237 
10 2-(5-Ethoxv-lH-pvrazol-3-vlVlH-benzoimidazole 

,N. ^ ^0CH,CH3 

^ -NH 

A mixture of trifluoroacetic acid (6mL) and 2-(5-ethoxy-l H-pyrazol-3-yl)-l-(2-trimethylsilanyl- 
ethoxymethyl)-lH-benzoimidazole (300mg, Reference Example 11) was stirred at 50°C for 1.5 hours. 
The reaction mixture was evaporated and the residue was partitioned between ethyl acetate and water 
15 (pH 10). The organic layer was dried and then evaporated. The residue was subjected to 

chromatography on silica eluting with a mixture of dichloromethane and methanol (9:1, v/v) and then 
recrystallised from toluene to give 2-f 5-ethoxy- lH-pvra2ol'3-vn-l H-benzoimldazole (0. Ig) as a 
colourless solid, mp 217-219.5°C. [Elemental analysis:- C, 62.26%; H, 5.23%; N, 23.44%. Calculated 
for C12H12N4O:- C, 63.15%; H, 5.30%; N, 24.55%]. 



20 





EXAMPLE 238 
2-(5-Metfavlsulfenvl-isoxa2ol-3-vlVlH-be n7fn'mida7ole 




A mixture of 2-(5-methylsulfanyl-isoxazol-3-yl)-H2-trimethykilanyl-ethoxymethyl)-lH- 
25 benzoimidazole {160mg, Reference Example 12), methanol (12mL) and concentrated aqueous 

hydrochloric acid (2.45mL) were heated at reflux for four hours, then cooled and then evaporated. The 
residue was treated with aqueous sodium bicarbonate and the mixture was extracted with ethyl acetate. 
The extracts were dried and then evaporated to give l-^S-methvlsulfanvl-isoxazol-S-vlVlH" 

benzoimidazole (96mg) as an off white solid, mp 179-181**C. ^H-NlVlR [(003)280]: 6 4.65 (s, 3H), 

30 9.00 (s, IH), 9. 15-9.6 (m, 4H). 
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EXAMPLE 239 

(a) 5-Chloro-2-l4-nitro-lH-pvrazoI-3-vlVlH-benzoimidazole 




A solution of 4-chloro-benzene-l,2-diamine (500mg) in hydrochloric acid (4N) was treated with 
4-nitro-pyra2ole-3-carboxylic acid (826nig) then heated at reflux temperature, under nitrogen. The 
reaction mixture was cooled to room temperature when the pH was adjusted to 8 by addition of 
ammonium hydroxide and the mixture was extracted with ethyl acetate. The extracts were evaporated 
to give S-chloro-2-f4-nitro-lH-Dvrazol-3-vlVlH-benzoimidazole. 

(b) S.6-dichloro-2-(4-mtro-lH-pvrazol-3-vn-lH-benzoimida2ole 



By proceeding in a similar manner to Example 239(a) above but using 4,5-dichloro-l,2- 
diaminobenzene there was prepared 5.6Kiichloro-2-f4-nitro-lH-pvrazol-3>vlVlP ->«ni7njTTriiHayf>lff 

EXAMPLE 240 
(Benzoimidazol-2-vlV5-methvlthio-3-pvrazole 



A mixture of l-[(3,3-bis(methylthio))benzoimidazol-2-yl]propen-2-one [5.5g, Reference Example 15], 
hydrazine hydrate (1.02g) and acetonitrile (50mL) was stijred at reflux for 18 hours. The reaction 
mixture was cooled, and the precipitate was isolated by filtration. Recrystallisation from aqueous 
ethanol provided (benzoimidazol-2-vlV5-methylthio-3-pvrazole (3.36g) as a beige crystalline solid, 



m.p.242°Q [Elemental analysis: Found: C 57.8; H 4.5; N 24.0. Calculated for CnHioN4S: C 
57.37; H 4.38; N 24.33]. 

EXAMPLE 241 

(a) 3--(5.6-Dimethvl-lH->ben2oimidazol-2-vn-4.5.6,7--tetrahvdro--lH--indazole 
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CH3- 




4,5-Dimethylben2ene-l,2-diamine (90ing) and 4,5,6,7-tetrahydro-lH-mdazole-3-carboxylic acid 



(900W, domestic oven) twice for two miautes. The resulting solid was subjected to flash column 
5 chromatography on silica eluting with a mixture of ethyl acetate and hexane (85: 1 5, v/v) to give 3-f5>6' 
dimethyl- lH-benmimida2ol-2-vlV4.S.6.7'tetrahvdro-l H-indazole (30mg) as a pale brown solid. 

LC-MS (METHOD B): Rj =2.28 minutes; 267 (M+H)+ 

(b) 2-<5-Isopropvl-lH-pvrazol-3"VlV5,6-dimethvl-lH-ben2oimidazole 



By proceeding in a manner similar to Example 241 (a) above, but using 5-isopropyl-IH-pyrazole-3- 
carboxylic acid [Reference Example 17(b)] there was prepared 245-isopropvl-lH'pvra zol-3-vlV5.6- 
dimethvl-lH-benzoimidazole (80mg) as a brown solid. LC-MS (METHOD B): R7 =2.27 minutes; 255 

(M+H)"*-. 

15 

(c) 2-(5>Ethvl- 1 H-pviazol-3 -vD-5.6-dimethvl- 1 H-benzo imidazole 



By proceeding in a manner similar to Example 241(a) above but using 5-ethyMH-pyrazole-3- 
carboxylic acid [Reference Example 17(c)], and triturating the brown solid reaction product with a 
20 mixture of ethyl acetate and hexane (1:1, vA^), there was prepared 2-(5"ethvl-lH-pvrazol -3-'VlV5.6- 
dimethvl-lH-benzoimidazole as a light brown solid. LC-MS (METHOD B): Rj =2.22 minutes; 241 

(M+H)"^. 

(d) 5.6-Dimethvl-2-(L4,5.6-tetrahvdrQ-cvclopentapvrazol-3-vlVlH>benzoimidazole 



[1 lOmg, Reference Example 17(a)] were mixed in a glass vial then subjected to microwave radiation 



10 
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By proceeding in a manner similar to Example 214(a) above but using 1,4,5,6-tetrahydro- 
cyclopentapyrazole-3-carboxylic acid [Reference Example 17(f>] and triturating the reaction product 
with ethyl acetate, ether and methanol, there was prepared S.6-dimethvl-2-(lA5>6-tetrahvdro- 

5 cyclopentapvrazol-'S-vl V IH-benzoimidazole (SOmg) as an off-white solid. MS: 253 (M+H)+ HPLC 
(METHOD Bl): Rj = 1 L17 minutes. 



EXAMPLE 242 

(a) 3-f5,6-DimethvMH-benzoimidazol-2-vn-4-fluoro-lH-indazole 




A mixture of 4,5-dimethylbenzene-l,2-diamine (70mg) and 4-fluoro-lH-indazole-3-carbaIdehyde 
[SOmg, Reference Example 20(b)] in dimethylformamide (8ml) was heated to 120°C for 30 minutes 
and then at lOO^C for 16 hours. The reaction mixture was cooled, then diluted with ethyl acetate and 
then washed five tirnes with brine. The organic phase was dried over magnesium sulfate and then 
15 evaporated The residue was subjected to flash column chromatography on silica eluting with a 

mixture of 40/60 petrol and ethyl acetate (1:5, v/v) to give 3^5,6-dimethvl-lH-ben2oimida2ol-2-vn-4' 

fluoro-lH-indazole (104mg) as a light brown solid MS: 281 (M+H)"^. HPLC (MIeTHOD B1): Kj = 
10.08 minutes. 

20 (b) 4-aJoro-3-(5,6-dimethyl-lH-ben2oimidazol-2-vlVlH-in^ 




By proceeding in a manner similar to Example 242(a) above but using 4-chloro-3-formyl-indazole-l 
carboxylic acid tert-hutyl ester [Reference Example 20(c)] there was prepared 4-chloro-3"f5.6- 
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Him«t1ivUm-h enzoimidazol-2-vn-lH-indazole (25mg) as an off-white solid MS: 299 (M+H)+. 
HPLC (METHOD Bl): Rj = 10.59 minutes. 



(c) 3-fS.6-Dimethvl-lH-ben2oimidazol-2-vlV5-chloro-lH -indazole 




By proceeding in a manner similar to Example 242(a) above but using 5-chloro-lH-indazole-3- 
carbaldehyde [Reference Example 6(h)} there was prepared 3-(5,6-dimethyl-lH-benzoimida2ol-2>yl)-5- 
rhlorn-1H-indazole (25mg) as a pale brown solid. LCMS (METHOD D): Kj = 24.24 minutes, 299 . 

(M+H)+ 



EXAMPLE 243 
^-(5.6-Dimethvl-lH-benzQimidazol-2 -yn-lH-indazol-5>ol 




A solution of 3<5,6-dimethyl-lH-benzoiniidazol-2-yl)-5.methoxy-lH-inda2ole [34mg, Example 
235Cb)] at 0**C was treated with a solution of boron tribromide in dichloromethane (0.30mL, IM). The 
mixture was then heated at reflux temperature for 4 hours, then cooled and then treated dropwise with 
water. The pH was adjusted to between 7 and 8 by the addition of saturated aqueous sodium 
bicarbonate solution and this mixture was then extracted twice with ethyl acetate. The combined 
extracts were washed with brine, then dried over magnesium sulfate and then evaporated. The pale 
yellow solid residue was subjected to flash column chromatography on silica eluting with a mixture of 
ethyl acetate and triethylamine (99: 1, v/v) to yield 3-(5,6^imethyl>lH-ben2oimidazoI-2-yl)4H- 
indazoKS-ol (23mg) as a white solid LC-MS (METHOD B): 2. 19 minutes; 279 (M+H)"^. 
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EXAMPLE 244 

(a) 3-(5-n-ProDvl- 1 H-ben}iQiinida2ol-2>vlVl H-indazole 




A stirred solution of 4-propyl-benzene-l,2-diamine t57mg, Reference Example 30(d)] and sodiuin 
5 bisulfite (40 mg) in dtmethylformamide (2 ml) was treated with indazole-3-carboxaldehyde [Reference 
Example 6(1)]. The reaction mixture was heated in a Smith Creator microwave at 200**C for 13 
minutes then partitioned between ethyl acetate and water. The organic layer was washed with brine, 
then dried over magnesium sulfate and then evaporated. The residue was subjected to flash column 
chromatography on silica eluting with a mixture of ethyl acetate and hexane (3: 1) to give M^zBz 
10 propyl- 1 H-benzoimida2oU2-vl V 1 Il-indazole (74 mg) as a pale brown solid. MS: 277.3 (M+H)**". 
HPLC (METHOD Bl): Rj =12.81 minutes. 

(b) 2-nH-Fnda2ol-3-vlVlH-benzoimidazole-5-sulfonic acid benzvlamide - 




15 By proceeding in a manner similar to Example 244(a) above but using 3,4-diamino-N-benzyl- 
benzenesulfonamide[Reference Example 30(x)] and heating at 230"C there was prepared 2-flH- 
indazol-3-vl>-l H-benzoimidazole-5-suUbnic acid benzvlamide (235mg) as a white solid. LC-MS 
(METHOD L): Rj - 6.35 minutes, 404.20 (M+H)*^. 

20 (c) 3-r5''Methanesulfonvl-lH-benzoimidazol-2-vn-lH-indazole 




By proceeding in a manner similar to Example 244(a) above but using 4-methanesulfonyl-benzene" 1,2- 
diamine [Reference Example 49(0] and heating at 210®C there was prepared 3-f 5-methanesulfon vl- 1 H- 
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ben2Qimidazol-2-vl V 1 H-indazole ( 1 OSmg) as a white solid. LC-MS (MtTHOD L): Rj = 5.71 
minutes, 313.23 (M+H)"*-. 



EXAMPLE 245 

5 [2-nnda2oi-3-vlVlH-benzoimidazol-5-vlVphenvl-methanol 



10 




15 



A stirred solution of [2-(indazol-3-yl)-IH-benzoimidazol-5-yl]-phenyl-methanone [200mg, Example 
234(c)] in tctrahydrofliran (lOmL), at -78*'C and under an atmosphere of nitrogen, was treated 
dropwise with a solution of diisobutylaluminium hydride in tetrahydroftiran ( 1 . ISmL, IN). The 
reaction mixture was warmed to ambient temperature, then stirred for 16 hours and then partitioned 
between ether and sodium hydroxide solution (2N). The organic phase was washed with water, then 
with brine» then dried over magnesium sulfate and then evaporated. The residue was subjected to flash 
column chromatography on silica eluting with a mixture of ethyl acetate and hexanc (3: 1 , v/v) to give 
f2-(inda2ol-3>vn-IH-benzoimidazol-5-vl1-phenvl-methanol (161mg) as a white solid. LC-MS (Method 

D): Rx = 2 1 .89 minutes, 34 1 .3 (M-i-H)+. 



20 



25 




EXAMPLE 246 

(a) r2-nnda2ol-3-vlVI H-benzoimida2ol-5-vll-carboxvlic acid, ethvlamide 



CH3CH 



A stirred solution of [2-(indazol-3-yl)-lH-benzoimidazol-5-yl]-carboxylic acid [130rag, Example 
247(a)], hydroxybenzatriazole (I89rag) and diisopropyl elhylamine (732^L) in dimethyl formamide 
(3mL) was treated with ethylamine and l-(3-dimethylaminopropyl)-3-elhylcarbodiimidc hydrochloride 
(267mg). The reaction mixture was heated at 80°C overnight and then partitioned between ethyl 
acetate and 5% citric acid. The aqueous layer was re-extracted with ethyl acetate. The combined 
organic layers were washed with saturated aqueous sodium hydrogen carbonate solution, then with 
brine, then dried over magnesium sulfate and then evaporated! The residual oil was subjected to 
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preparative HPLC to give |2-{indazol-3-viVl H-ben2oimidazol-5-vl l~carboxvlic acid ethvlamide as a 
white solid. LC-MS (METHOD B): Rj = 2.37 minutes; 306,27 (M+H)+. 

(b) f2-f inda2ol-3-vl VI H-benzoimidazol'S-vll-carboxvlic acid, methvlamide 



By proceeding in a manner similar to Example 246(a) above but using methylamine, there was 
prepared r2-finda2ol-3-vlVlH-ben2oimidazol-S-vn-carboxvlic acid, methvlamide as a white solid. 

LC-MS (METHOD B): Rj = 2.28 minutes; 292.30 (M+H)**". 



By proceeding in a manner similar to Example 246(a) above but using dimerhylamine, there was 
prepared r2-(inda2ol-3-viVl ll-benzoimidazoUS-vH'Carboxvlic acid, dimethvlamidc as a white solid. 

LC-MS (METHOD B): Rj = 2.38 minutes; 306.27 (M+H)+. 

(d) [2-(lndazol-3-vlVlH-ben2oimidazol-5-vn-carboxvlic acid, isopropvlamide 



By proceeding in a manner similar to Example 246(a) above but using isopropylamine, there was 
prepared r2-f indazol-3-vlV 1 H-benzoimidazol-S-vll-carboxvlic acid, isopropvlamide as a white solid. 

20 LC-MS (METHOD B): Rj = 2.48 minutes; 320.30 (M+H)+. 




5 



10 (c) r2-nndazo]-3-vn-lH-benzQimidazol-5-vn-carboxvlicacid. dimethvlamidc 





(e) r2-(Indazol-3-vlVl H-benzoimida2ol-5-vl1-carboxvlic acid, benzvlamide 
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PhCHjNH 




By proceeding in a manner similar to Example 246(a) above but using ben^lamine, there was prepared 
f 2-f inda2ol-3-vlV 1 H-benzoimidazol-S-vn-carboxvlic acid> benzvlamide as a white solid. 
LC-MS (METHOD B): Rj = 2.68 minutes; 368.27 (M+H)+ 

5 

(f) r2-(lndazol-3-vlVI H-benzoimidazol-5-vll-carboxvlic acid, benzamtde 



By proceeding in a manner similar to Example 246 (a) above but using aniline, there was prepared 
r2-(indazol-3-vn-lH>benzoimidazol-5*vn-carboxvlic acid, benzamide as a white solid. 

10 LC-MS (METHOD B):Rt = 2.73 minutes; 354.26 (M+H)+ 

(g) 3^5.6-DimethvMH-benzoimidazol-2-vlV lH-pvrazole-4-carboxvlic acid isopropylamide 




By proceeding in a manner similar to Example 246(a) above but using 3-(5,6-dimeihyl-lH- 
15 benzoimida2ol-2-yl)-pyrazole-4-carboxylic acid [Example 247(b)] and isppropylamine, and subjecting 
the reaction product to flash chromatography on silica eluting with a mixture of dichloromethane and 
methanol (19:1. v/v), there was prepared 3-f5.6-dimethvl-lH-b€nzo imidazol-2-vlVlH-pvrazole-4- 
carboxvlic acid isopropvlamide as an off-white solid. LC-MS (METHOD B): Rj = 2.67 minutes; 298 

(M+H)+ 



(h) 3-(S.6-DimethvU 1 H-benzoimida2ol-2-vn- iH-Dvrazole-4-carboxvlic acid r2-hvdroxv-L 1 - 
dimethvl-ethvh-amide 




20 
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By proceeding in a manner similar to Example 246(a) above but using 3-(5,6-dimethyl-l H- 
benzoimidazol-2-yl)-pyrazole-4-carboxylic acid [Example 247(b)] and 2-amino-2-methyI-l-propanoI, 
and subjecting the reaction product to flash chromatography on silica eluting with a mixture of 
S dichloromethane and methanol (19: 1, v/v), there was prepared 345.6-dimet hvl-lH-benzoimida2ol-2- 
vn-IH-pvra2ole-4-carboxvlic acid (2-hvdroxv-Ll-dimethvl-ethvlVamide as a pale yellow solid. 
LC-MS (METHOD B): Kj = 2.63 minutes; 328 (M+H) ' . 

(i) 2-/4-TsoDropvlcarbamovl-l H-pvra2ol-3-vlVlH-benzoimida2ole-5-carboxv lic acid rovridin-3- 
10 vlmethvlVamide 




By proceeding in a manner similar to Example 246(a) above but using 2-(4-isopropylcarbamoyl-IH- 
pyrazol-3-yl)-lH-benzoimidazole-5-carboxylic acid [Example 247(c)] and 3-(aminomethyl)pyridine 
there was prepared 2-f4-isopropvlcarbamovl- 1 H-pvrazol-3-vl V 1 H-benzoimidazole-S-car boxvl ic acid 
15 rpvridin-3-vlroethvlVamide as a white solid. LC-MS (METHOD B): Rj = 2.49 minutes; 404 (M+H)"*". 

(j) 3-(5.6>Dimethvl-l H-ben2oimidazol-2-viV5-methvl-l H-pvrazole^-carboxvlic acid 
cvclopropvlamide 




wo 03/035065 PCT/GB02/04763 

-411- 

By proceeding in a manner similar to Example 246(a) above but using 3-(5,6-dimethyl-lH- 
ben2oimidazol-2-yl)-5-methyl-pyrazole-4-carboxylic acid [Example 247(d)] and cyclopropylamine, and 
subjecting the reaction product to flash chromatography on silica eluting with a mixture of 
dichloromethane and methanol (19: 1, v/v), there was prepared 3-(5.6-dimet hvl-IH-benzoi!nidazol-2- 
yn-S-methvl-lH-pvrazole-4-carboxvlic acid cvclopropvlamide as a white solid. LC-MS (METHOD 

B): Rj = 2.67 minutes; 3 1 0 (M+H)+ 

(k) 2>(4-IsopropvlcarbamovMH-Pvrazol-3-vn-]H-benzoimidazole-5-carboxvlic acid 
phenvlmethvl-amtde 




By proceeding in a manner similar to Example 246(a) above but using 2-(4-isopropylcarbamoyl-lH- 
pyrazol-3-yl)-lH-benzoimidazole-5-carboxylic acid [Example 247(c)] and benzylamine there was 
prepared 2-('4"isopropvlcarbamovl-lH-pvrazol-3-vlVlH-benzoimidazole-5-carboxvlic acid 
phenvlmethvl-amide as a pale yellow solid. LC-MS (METHOD B): Rj - 3. 17 minutes; 403 (M+H)+. 

(1) 244-IsoDropvlcarbamovl-lH-Dvrazol-3-vn-lH-ben2oimidazole»S-carboxvlic acid fDvridin-2- 
vlmethvlVamide 




By proceeding in a manner similar to Example 246(a) above but using 2-(4-isbpropylcarbamoyl-lH- 
pyrazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid (Example 247(c)] and 2-(aminomethyl)pyridine 
there was prepared 2-f4-isoproDv!carbamovl-lH-pvrazol-3-vlVlH-ben2oimida2 ole-5-carboxvlic acid 
rpvridin-2-vlmethvlVamide as an off-white solid. LC-MS (Method D): Rj = 9.33 minutes. 367,28 

(M+H)-*-. 

(m) 2-f 1 H-Indazol-3 -vIV 1 H-benzoimidazole-5-carboxvlic acid f pvrid in-3-vlmethvn-amide 
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H 



By proceeding in a manner similar to Example 246(a) above but using 3-(aminomethyl)pyridine there 
was prepared 241 H-indazolO-viV lH-ben2oimidazole-5-carboxvlic acid f pvridin-3>vlmethviWmide 
(42.2mg) as an off white solid. LC-MS (Method L): Rx= 4.96 minutes, 367.19 (M-H)". 

(n) 2-n H-Indazol-3>vn-lH-benzoimida2ole-S-carboxvlic acid 3-methvl-benzvlamide 




H 



By proceeding in a manner similar to Example 246(a) above but using 3-methylben2ylamine there was 
prepared 2W^lH-indazol-3-vn-lH-benzoimida2ole-5-carboxviic acid 3>methvUben2vlamide (33.4mg) as 
a white solid. MS: 382.52 (M+H)"*-. HPLC (Method Bl): Rt= 16.22 minutes. 

(o) 2-nH-Tndazol-3-vlVlH-benzoimidazole-5-carboxvlic acid 4-methvl-ben2vlamide 




By proceeding in a manner similar to Example 246(a) above but using 4-methyibenzylamine there was 
prepared 2-( 1 H-i ndazoU3-vl V 1 H-benzoimidazole-5-oarboxvlic ac id 4-methvl-benzvlamide (63.5mg) as 
a white solid. MS: 382.54 (M+H)^ . HPLC (Method B 1 ): Rj * 1 6. 14 minutes. 

(p) 2-nH-Indazol-3-vn-lH-benzoimidazole-5-carboxvlic acid r3-r2-oxo-pv rrolidin'l'Vn-propvr]- 
amide 
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By proceeding in a manner similar to Example 246(a) above but using l-(3-aminopropy!)-2- 
pyrrolidinone there was prepared 2"(lH-indazol"3-vn-lH-ben2oimid azoie-5-carboxvlic acid r3-f2>oxo- 
pvrrolidin-Nvn-proDvnramide r68.1mg) as a white solid. MS: 401.13 (M-H)*. H PLC (Method Bl): 
R7== 11.29 minutes. 

5 

(q) 2-riH-1ndazol-3-vn-lH'benzoimidazole-5-carboxvlic acid f2-morpholin-4-vl -ethvlVamide 




By proceeding in a manner similar to Example 246(a) above but using 4-(2-aminoethyl)morpholine 
there was prepared 2-(lH-indazol-3-vlVlH-benzoimida2ole-S-carboxvlic acid a- morpholin-4-vU 
10 ethvn-amide (70.8mg) as a while solid. MS: 389.12 (M-H)". HPLC (Method Bl): Rx= 8.51 minutes. 

(r) 2-f I H-lndazol-3-vn>lH>benzoimidazole-5-carboxvlic a cid f2-methoxv-ethvlVamide 




By proceeding in a manner similar to Example 246(a) above but using 2-methoxyethylamine there was 
15 prepared 2-(^lH-indazol-3-vlVlH-benzoimida2ole-5-carboxviic acid r2-me thoxv^thvn-amide (55.2mg) 
as a white solid. MS: 336.52 (M+H)+ HPLC (Method Bl): Rj'^ 11.30 minutes. 

(s) 2-(lH-Tndazol-3>vn-lH-ben2oimidazole-5-carboxvlicacid(2-cv ano>ethvn-amide 




20 By proceeding in a manner similar to Example 246(a) above but heating the reaction at 50**C and using 
3-aminopropionitrile there was prepared 2-nH-indazol-3-vlVlH-benzoimidazole-5-car boxvlic acid (2- 
cvano-ethvlVamide ri5.4mg) as a white solid. MS: 331.15 (M+H)^ 329.17 (M-H)'. HPLC (Method 
Bl): R7= 12.72 minutes. 



wo 03/035065 



PCT/GB02/04763 



-414. 



(t) 2-( 1 H-Inda20l>3>vl V \ H-benzoimidazole-S-carboxvlic acid (2-hvdrox v- 1 . \ -dimethvl-ethviV 
amide 




II 



5 By proceeding in a manner similar to Example 246(a) above but healing the reaction at 50"C and using 
2-amino-2-methyl-l-propanol there was prepared 2-( 1 H-inda2oi-3-vn- 1 H-benzoimida zole-5-carboxvl ic 
acid f 2>hvdroxv- 1 . 1 -^limeth vl-ethvi^-amide (29.6mg) as a brown oil. LC-MS (Method L): Rj = 10.57 

minutes, 350. 16 {M+H)+ 348. 1 8 (M-H)'. 
10 (u) 2-(lH-lnda2ol-3-vn-lH-benzoimidazole-5K;arboxvIic acid (3-imida zol-l-vUproDvn-amide 




By proceeding in a manner similar to Example 246(a) above but using l-(3-aminopropyl)imidazole 
there was prepared 2>flH-Indazol-3-vn-lH-benzoimidazole«5-carboxvlicacid O-im idazoM-vUoroDvlV- 
amide (3 1 .9mg) as a white solid. LC-MS (Method B): Rj = 8.45 minutes, 386.22 (M+H)+ 384.26 
15 (M-H)-. 

(v) 3-f 5,6-dimethvl-lH-benzoimidazol-2-vlV lH-Dvra2ole-4<arboxvHc acid is obutvl-amide 
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By proceeding in a manner similar to Example 246(g) above but using isobutylamine there was 
prepared 3-f5. 6-dimethvl-l H-ben2oimida2ol-2-vn-lH-Dvra2ole-4-carboxvlic acid isobutvl-amide 

(lOlmg) as a white solid. LC-MS (METHOD M): Rj = 9.38 minutes, 3 12 (M+H)"^. 
5 . (w) 3-C5.6-dimethvl- 1 H-benzoimidazol-2-vl VI H-pvra2ole-4-carboxv! ic acid isopropvlamide 



By proceeding in a manner similar to Example 246(g) above but using isopropylamine there was 
prepared 3-(S.6-dimethv]-lH>benzoimida2ol-2-vn-IH-pvrazole-4-carboxvlic acid isopropvlamide 

( lOOmg) as a white solid. LC-MS (METHOD L): R'i= 7.2 1 minutes, 298 (M+H) ^ 

10 

(x) 3-f5.6-dimethVl-lH-benzoimida2ol-2-.vlVlH-pvra2oie-4-carboxvlic acid cvclopropvimethvl- 



By proceeding in a manner similar to Example 246(g) above but using (aminomethyl)cyclopropane 
15 there was prepared 3-(5.6-dimethvi-lH-ben2oimidazo^2-v!)-lH-pvra2ole-4-carboxvlic acid 

cvclopropvlmethvl-amide (105mg) as a white solid. LC-MS (METHOD M): Rj = 8.77 minutes. 310 




amide 




(M+H)+ 



20 
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By proceeding in a manner similar to Example 2460) above but using rm-butylamine there was 
prepared 3-(5.6-dimethvUlH-ben2oimidazol-2>vlV5MnethvUI H-pvrazole^>carboxviic acid tert- 
butvlamide (51m&) as an off-white solid. LC-MS (METHOD M): Rj = 13.86 minutes, 326 (M+H)+ 



(z) 



3-r5,6-Pimethvl-lH-benzoimida2ol-2-vn-lH-inda2oie-5-carboxvlic ac id dimethvlamide 
dihvdrochloride 



CHv 



CH. 




.2HC1 



By proceeding in a manner similar to Example 246(j) above, but (i) using 3-(5,6-dimethyl-lH- 
benzoimida2ol-2^y!)-lH-indazole-5-carboxylic acid [97mg, Example 263] and dimcthylamine 
10 hydrochloride (23mg), (ii) carrying out the reaction at ambient temperature overnight, and (iii) 

subjecting the reaction product to flash column chromatography [eluting with ethyl acetate to ethyl 
acetate/methanol (97:3, v/v)] followed by treatment with 4M hydrogen chloride in 1,4-dioxane and 
trituration with dichloromethane and diethyl ether there was prepared 3-(5,6-dimethvi-l H- 
ben2oimidazol-2-vn-l H-indazole-S-carboxvlic acid dimethvlamide dihvdrochloride (8mg) as a white 

1 5 solid. LC-MS (METHOD M): Rx = 9.37 minutes, 320 (M+H)"^. 



(aa) 2-(4-isobutvrvlamino-lH-Dvra2ol-3-vn-lH-benzoimida2o!e-5-carboxvlic acid benzvlamidc 

Q 




20 By proceeding in a manner similar to Example 246(a) above but using 2-(4.isobutyryIamino-l H- 
pyrazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (Reference Example 35] and benzylamine there 
was prepared 2-f4-Isobutvrvlamino-l H-pvra2ol-3-vn-lH-benzoimidazole-5-carboxvlic acid 

benzviamide (1 7mg) as a white solid. LC-MS (METHOD L): R^ = 1 1.00 minutes, 403 (M+H)+. 
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(ab) 2-nH-!ndazoi'3-vlVlH-benzoimida2ole-5-^arboxvHc acid (2-piperidin-l-vl-e thvlVamide 




By proceeding in a manner similar to Example 246(a) above but using l-(2-aminoethyl)piperidine, and 
heating the reaction mixture at 50^C for 6 hours, there was prepared 24 1 H-indazoU3-vl V 1 H- 
benzoimidazole^S-carboxviic acid f2-piperidin-]-vi-ethvlVamide as an oil. MS: 387.22 (M-H)". HPLC 
(Method L): Rj 5.03 minutes. 



10 



(ac) 2-(lH-IndazoU3-vn-lH-benzoimidazo1e-5-carboxvlic acid Cpyridin-l -ylmethyn-amide 

O 




By proceeding in a manner similar to Example 246(ab) above but using (2-aminoraethyl)pyridine there 
was prepared 2-n H-indazol>3-viVlH-benzoimidazole-5-carboxvlic acid (pvridin-2 -vlmethvlVamide as 
an off-white solid. MS: 367.28 (M+H)+ HPLC (Method 31): Rj = 9.33 minutes. 



IS 



20 



(ad) 2^ 1 H-lndazol-3-vi V 1 H-benzoimidazole-S -carboxvlic acid f 3-f 4>methvl-pi pera2in- 1 -vlV 
propvil-amide 

^ w 




By proceeding in a manner similar to Example 246(ab) above but using 4-(3-(aininopropyl))-I -methyl 
piperazine there was prepared 2-f lH-indazol-3-vn-lH-benzoimidazole-5Tcarboxvlic aci d r3-f4-methvU 
piperazin- 1 -v! Vpropvll-amide as an oil. MS: 416.21 (M+H)+ HPLC (Method L): Kj = 4.46 minutes. 



(ae) N42-(^lH-Indazol-3-viy»lH-benzoimidazoU5-vn-isobutvramide 
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By proceeding in a manner similar to Example 246(ab) above but using isobutyric acid and 2-(lH- 
indazol-3-yl)-3H-benzoimidazoI-5-amine [Example 265] there was prepared N-[2-f IH-Indazol-S-yiy- 
lH-benzoimidazol-S-vlMsobutvramide as an ofT-white solid. MS: 320.23 (M+H)+ HPLC (Method 
5 Bl): Rj = 19.28 minutes. 

EXAMPLE 247 

(a) f2-nndazol-3-vn-1 H-benzoimidazol-S-vtl-carboxvlic acid 




10 A stirred solution of 3-(5-methoxycarbonyl- 1 H-benzoimidazol-2-yl)- 1 H-indazole [84.5mg, Example 
235(ac)] and sodium hydroxide (74mg) in tetrahydrofiiran (4mL) and water (2mL) was heated at 75°C 
overnight. The reaction mixture was evaporated and the oily residue was partitioned between ethyl 
acetate and water. The aqueous layer was acidified to pH 6 and extracted with ethyl acetate. The 
organic layers was dried over magnesium sulfate and then evaporated to give r2-rindazol-3-vl>-l H- 

15 benzoimidazolo-vn-carboxvlic acid (80mg) as an oil. MS: 279.14 (M+H)+ HPLC (METHOD H): 
Rj = 2.8l minutes. 

(b) 3-(5.6-Dimethvl-l H-benzoimidazol-5-vlVpvra2ole-4-carboxvlic acid 

20 By proceeding in a manner similar to Example 247(a) above but using 3-(5,6-dimethyl-lH- 

benzoimidazol-2-yl)-pyrazo!e-4-carboxylic acid ethyl ester [Example 23 5(ae)] and carrying out the 
reaction at 60®C there was prepared 3-(5>6-dimethvl-lH-bienzoimida2ol-S-y1Vnvrazole-4-carboxvlic 
add as a white solid. LC-MS (METHOD B): Rj = 2. 17 minutes; 257 (M+H)+. 
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(c) 2-(4-lsopropvlcarbamovMH-Pvrazo]-3-vlVlH-benzoimida2ole-5 -carboxvlic acid 




By proceeding in a manner similar lo Example 247(a) above but using 2-(4-isopropylcarbamoyi-lH- 
pyrazol-3-yl)-lH-benzoimida2o!e-5-carboxylic acid methyl ester [Example 235(af)], replacing the 
5 tetrahydrofiiran with methanol and carrying out the reaction at there was prepared 

2-f4-isopropvlcarbamovl-IH->pvrazoU3-vlVlH-benzoimida2ole«5 -carboxvlic acid as a pale brown solid 

which was used without lurther purification. LC-MS (METHOD B): Rj = 2.67 minutes; 3 14 (M+H)+ 
(d) 3-(5.6-Dimethvl- 1 H-b€n2oimldazol'2-vn-5-methvl-pvrazole-4-carboxvlic acid 



10 ' 

By proceeding in a manner similar to Example 247(a) above but using 3-(5,6-dimethyI-] H- 

benzoimidazol-2-yl)-5-methyl-pyrazoIe-4-carboxylic acid ethyl ester [Example 235(ag)]. replacing the 
tetrahydrofiiran with methanol and carrying out the reaction at 65°C, there was prepared 3-fS,6- 
dimethvl- 1 H-benzoimidazol>2-vlV5-methvl>pvrazole'4-carboxvlic acid as a white solid. LC-MS 

15 (METHOD B): Rj = 2,75 minutes; 271 (M+H)+ 



20 A stirred solution of 5,6-dimethyl-l H-benzoimida2ol-2-yl)-lH-pyrazol-4-ylamine [83mg, Example 
233(c)l and diisopropylethylamine (256jiL) in dichloromethaiie (4mL) was treated with isobutyryl 
chloride (115(iL). The reaction mixture was stirred for 30 minutes at room temperature then treated 
with piperidine (500nL) and stirring was continued for a further hour. The reaction mixture was 




OH 



EXAMPLE 248 



(a) N-f3-(5.6-Dimethvl-lH-benzoimidazol-2-vn-lH*DvrazoM-vnHSobutvramide 

Q 
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partitioned between 5% citric acid. The organic layer was dried over magnesium sulfate and then 
evaporated. The residue was subjected to flash chromatography on silica eluling with a mixture of 
hexane and ethyl acetate to give N-f3-(5.6-dimethvi-lH-ben2oimida2ol-2-vl)-lH-pvra2ol-4>vn- 
isobutvramide (49mii^ as a white solid. MS: 298.28 (M+H)+ HPLC (METHOD B I ): Rt= 14.66 
minutes. 

(b) N-r3-(5.6-Dimethvl-lH-ben2oimidazol-2-vlVlH-pvra2ol-4>vn-3-m ethvl-butvramide 

Q 

CH^CHCCH,)^ 




By proceeding in a manner similar to Exanple 248(a) above but using isovaleryl chloride there was 
10 prepared N-r3-f5.6-dimethvl-lH-ben2oimida2oi-2-vn-lH-pvrazoM-vn-3- methvUbutvramide as a white 

solid. MS: 3 12.28 (M+H)"*". HPLC (METHOD B I ): Rj = 1 5.28 minutes. 

(c) N-f3Hf5,6-Dimethvl-lH-benzoimidazol-2-vlVlH-pvrazol-4-vn -2-phenvl-acetamide 




15 By proceeding in a manner similar to Example 248(a) above but using phenylacetyl chloride there was 
prepared N-r3-r5.6-dimethvl-lH-bcnzoimidazol-2-vn-lH-pvrazol-4-vll-2- phenvNacetamide as a white 

solid. LC-MS (METHOD B>: Rj 2.83 minutes, 346. 1 8 (M+H)+ 



(d) Cvclopropanecarboxvlic acid [3-(S.6-dimethvl-lH-ben2oimidazol-2-vn-lH-Dv ra2oM-vn- 
20 amide 
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cur ^ 1 

By proceeding in a manner similar to Example 248(a) above but using cyclopropanecarbonyl chloride, 
there was prepared cvclopropanecarboxvlic acid f3-fS.6-dimethvM H-b enzoimida2ol-2>vlVlH-pvrazol-: 
4-vn-amide as a while solid. MS: 296.28 (M+H)+. HPLC (METHOD Bl); Rj = 13.50 minutes. 



(e) Methoxvacetic acid r3-f5-6-dimethvl-lH-ben2oimida2ol-2-vlVI H -pvrazoM-vn-amide 




CHjOCHj 



By proceeding in a manner similar to Example 248(a) above but using methoxyacetyl chloride, there 
10 was prepared methoxvacetic acid r3-(5.6-dimethv]-l H-ben7oimidazo{-2-vn-l H -pvrazoM-vlVamide as 
a white solid. MS: 300.33 (M+H)**". HPLC (METHOD CI): Kj = 14.25 minutes. 



(f) Cvclopentanecarboxvlic acid r3-^5.6-dimethvl-lH-benzoimidazo l-2-vi VI H-ovrazoM-yll -amide 




15 By proceeding in a manner similar to Example 248(a) above but using cyclopentylcarbonyl chloride, 
there was prepared cyclopentanecarboxvHc ac id f 3^5.6-dimethvl- 1 H-ben2oimidazol-2-vn- 1 H-pyrazpl- 
4-vn.amide as a white solid. MS: 324.39 (M+H)+. HPLC (METHOD Bl): Kj = 17.64 minutes. 



(g) 



Trimethvlaceticacid r3-(5.6-dimethvl-lH-b en2oimidazol-2-vn-IH-Pvrazol-4-vlVamtde 
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By proceeding in a manner similar to Example 248(a) above but using trimethylacetyl chloride, there 
was prepared trimethvlacetic acid r3-f 5.6-dimethvi-] H-ben2oimidazo l-2-vn-l H-DvrazoM-vlVamide as 
a white solid. MS: 312.39 (M+H)+ HPLC (METHOD B I): Rt= 19.52 minutes. 

(h) /gr/-Butvlacetic acid r3-(5.6-dimethvl-lH-ben2oimidazo U2-vlVlH-Dvra2ol^vn-amide 

O 

HN 




By proceeding in a manner similar to Example 248(a) above but using /^frz-butylacetyl chloride, there 
was prepared /gr/-butvlacetic acid r3-r5.6-dimethvMI-I-benzoimida2ol-2-vlVlH-Pvra zol-4-vl1-amide as 

a white solid. MS: 326.29 (M+H)+. HPLC (METHOD B 1): Rt = 1 9.52 minutes. 

(i) Butanoic acid r3>(5.6-dimethvl-l H-ben2oimidazol-2-vlVl H-D vrazol-4-vlVamide 

O 

/^CH^CHjCHj 




By proceeding in a manner similar to Example 248(a) above but using butyryl chloride, there was 
prepared butanoic acid r3-f5>6-dimethvl-lH>benzoimidazol-2-vlVlH-Dvra2oM^vn-amide as a white 

solid. MS: 298.34 (M+H)+. HPLC (METHOD Bl): Rj = 15.07 minutes. 



(j) Isoxazole-5>carboxvlic acid f3-(5.6-<iimethvM H>ben2oimidazol-2-vlV lH>pvrazol-4-vn-amide 
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By proceeding in a manner similar to Example 248(a) above but using isoxazole-5-carbonyl chloride, 
there was prepared isoxazole-S-carboxvlic acid r3-(5>6-dimethvl-lH-ben2oimidaz ol-2-vn-lH-Pvrazol- 
4-vlVamide as a while solid, MS: 323. 16 (M+H)+ HPLC (METHOD Bl): Rj == 10.01 minutes. 

(k) Sf-fV2-Methvlbutanoic acid r3-(5.6-dimethvl-lH-ben2oim ida2oU2-vn-lH-Dvra2oM-vlVamide 




CH 



! H 



By proceeding in a manner similar to Example 248(a) above but using S(+)-2-'methyl butyryl chloride, 
there was prepared Sr-^V2-methvlbutanoic acid r3-(S.6-dimcthvMH-benzoimida2ol-2-vlVl H-Dvrazol- 
10 4-vl1-amide as a white solid. MS: 3 1 2. 18 (M+H)-*". HPLC (METHOD Bl): Ry = 1 1 . 15 minutes. 



(1) Cvclooropanecarboxvlic acid f3-(5-ethvl-6-methvi-lH-benzoimidazoU2-vn-l H-pvrazoM-vll> 
amide 

O 




IS By proceeding in a manner similar to Example 248(a) above but using 3-(5-ethyl-6-methyl-lH- 
benz6imidazol-2-yl).lH-pyra2ol-4-ylamine [Example 233(d)] and cyclopropanecarbonyl chloride, 
there was prepared cvclopropanecarboxvlic acid r3-f5-ethvl-6-methvl-l H-ben2 QimidazQl-2-vlVlH- 
pvra2oM-yn-amide as a white solid. MS: 31032 (M+H)"**. HPLC (METHOD Bl): Rj - 8.88 
minutes. 



20 
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(m) Piperidine-i-carboxviic acidf3-(6-chloro-5«methoxv-lH-ben2 oimida2ol-2>vlVlH-pvrazoi^-vl1- 
amide 



By proceeding in a manner similar to Example 248(a) above but (i) treating a solution of 3-(6-chloro-5 
5 methoxy-lH-bcnzoimidazol-2-yl)-lH-pyrazoI-4-ylamine [0.2g, Example 233(e)] and 



(450mg, 4 eq>, stirring overnight at ambient temperature, and evaporating the reaction mixture, (ii) 
triturating the reaction product with water (30 mL) and ethyl acetate (50 mL) and extracting with 
aqueous layer with ethyl acetate, (iii> combining the organic phases, drying over magnesium sulfate, 
10 then evaporating (iv) chromatographing the residue on silica gel (ethyl acetate), (v) triturating the 
partially purified material with ethyl acetate (15mL) for 1.5 hours and filtering, and (vi) evaporating 
the filtrate and chromatographing the residue on silica gel (ethyl acetate/heptane gradient of 20-0%) 
there was prepared piperidine-l-carboxvlic acidr3-(6-chloro-5-methoxV'l H-benzoim idazol-2-vn-l H- 
pvrazoU-vlVamide (50 mg) as a yellow solid, mp >3 10°C. LC-MS (Method E) Rj = 3.25 minutes, 

15 374 (M+H)+. 

(n) 3-r3-(6-Chloro-5-methoxv.-lH-benzoimidazoi«2-vIVlH-pvra2oM-vn-lJ-dimethvlurea 



dimethvlurea as a yellow solid, mp >300**C. LC-MS (Method E): Rx = 2 4 minutes, 335 (M+H)**". 




diisopropylethylamine (392mg, 4 eq) in tetrahydrofuran (25mL) with piperidinecarbonyl chloride 




By proceeding in a similar manner to Example 248(m) above but using N.N-^limethylcarbamyl chloride 
20 there was prepared 3-r3-f6-chloro-5-methoxv-iH-ben2oimidaz ol-2-viVlH-Dvrazol-4-vn-l.l- 



(o) 



Cvclopropanecarboxvlic acid t3-f 5-methoxv-iH-ben2oimida2ol-2-vlV IH-pyr azoM-vn-amide 
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CHjO, 




By proceeding in a nianner similar to Example 248(a) above but using 3-(5.methoxy.lH- 
ben2oiniida2ol-2-yl>lH-pyra2oM-y!amine [282mg, Example 233(0] and cyclopropanecarbonyl 
chloride (0.558ml) there was prepared cvclopropanecarboxvlic acid f3-(5-methoxv -lH-benzoimida2o! 
5 2-vlV 1 H-pvrazoM-vn-amide (76iT)g) as an off-white solid. LC-MS (Method L): Rj= 5.25 minutes, 

298.26 (M I H)+ 

(p) Cvclooropanecarboxvlic acid f 3-(S-cthoxv- 1 H-benzoimidazol-2-vn- 1 H-pvrazol-4-vn-amide 



10 By proceeding in a manner similar to Example 248(o) above but using 3-<5-ethoxy-lH-benzoimidazol- 
2-yl)-IH-pyrazoM-ylamine [187mg, Example 233(g)] there was prepared cvclopropane carboxvlic acid 
f 3-(5-ethoxv- 1 H-ben2oimida2ol>2>vn- 1 H>pvra2ol-4-vl1 -amide ( 1 12mg) as a pale yellow solid. LC-MS 
(Method H): Rt = 2.26 minutes, 3 12.23 (M+H)"*", 3 1 0.30 (M-H)". 

15 (q) Cvclopropanecarboxvlic acid f3-^5-fluoro-6-methvi-iH>benzoimida2ol-2-vn-lH-pvrazol-4-vl1> 




H 



amide 




Q 



By proceeding in a manner similar to Example 248(a) above but using 3-(5-fluoro-6-methyM H- 
ben2oimidazol-2-yl)-ilI-pyra2ol-4-ylamine [Example 233(h)] and cyclopropanecarbonyl chloride there 
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was prepared cyclopropanecarboxylic acid r3"f5-fliioro-6-methvM H'benzoimidazol~2''Vl V 1 H-pvrazoU 
4-viVamide (]35mg) as a white solid. LC-MS (METHOD M): Rj = 1 1.31 minutes, 300.31 (M+H)+ 

(r) Cvclopronanecarboxvlic acid r3-f5-rrifluoromethoxv-lH-henzoimidazol-2'Vn-l H-pvrazoM- 
5 ylj-amide 




By proceeding in a manner similar to Example 248(a) above but using 3-(5-trifluoromethoxy-lH- 
ben7:oimidazol-2-yl)-1H-pyrazo]-4-y]amine [Example 233(i)] and cyclopropanecarbonyl chloride there 
was prepared cyclopropanecarboxylic acid f3-rS-trifluoronf»ethoxv-lH-benzoimidazol-2-vl)- IH- 
10 pyrazoM-yll-amide (275mg) as a white solid. LC-MS (NfETHOD M): Rj = 1 3.57 minutes, 352.22 

(M+H)"*". 

(s) Cyclopropanecarboxylic acid [3-C5-trif1uoromethyi-l H-benzoimidazol-2-yl)-lH-pyrazol-4-v^l- 
amide 




By proceeding in a manner similar to Example 248(a) above but using 3-(5-trifluoromethyl-lH- 
benzoimida2ol-2-yl)-lH-pyrazol-4-ylamine [Example 233(j)] and cyclopropanecarbonyl chloride there 
was prepared cyclopropanecarboxylic acid [3-(5-trifluoromethyl'lH-benzoimidazol'2-yn-lH-pyrazol- 

4-ylVamide (88mg) as a white solid. LC-MS (METHOD M): Rj = 13.62 minutes, 338. 12 (M+H)+ 
(t) N-[3-('5-Trifluoromethyl-lH-benzoimidazol-2-vlVIH-pvrazol-4-yll-isobutvramide 



wo 03/035065 



PCT/GB02/04763 



^27- 




HN 




N 
H 



By proceeding in a manner similar to Example 248(s) above but using isobutyiyl chloride there was 
prepared N*f3-(5-trifluoromethvMH-ben2oimidazol-2-vn-IH-Dvrazol-4-vl1-isobutvramide (7 1 mg) as a 

white solid. LC-MS (METHOD M): Rj = 10. 1 1 minutes, 336. 12 (M+H)+. 



(u) Cvclopropanecarboxviic acid f3«(5-chloro-6-methvl-lH-ben2oimida2ol-2-vlVl H-pyrazoM-vlT 



By proceeding in a manner similar to Example 248(a) above but using 3-(5-chloro-6-methyl-lH- 
10 ben2oimidazol-2-yl)-lH-pyrazol-4-ylamine [Example 261] and cyclopropanecarbonyl chloride there 
was prepared cvclopropanecarboxviic acid r3-( 5-chloro-6-methyM H-benzoimida2ol'2"VlV tH-pvrazol 
4-vl]-amide (46mg^ as a white solid. LC-MS (METHOD L): Rj = 7.06 minutes, MS: 316.26 

(M+H)-*", 

15 (v) 3.5-Dimethvl-tsoxa2ole'4-carboxvlic acid r3-l5.6-dimethvUI H-benzoimidazol^2-vlViH^ 



amide 




pvrazol-4-vIl-amide 




HN 




By proceeding in a manner similar to Example 248(a) above but using 3,5-dimethylisoxazole-4- 
carbonyl chloride there was prepared 3.5-djmethvl-isoxazole-4>carboxyiic acid r3-(5.6-dimethvl-lH 
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ben2Qimidazol-2-vlVlH-DvrazoM-vn-amide (62mg) as a white solid. LC-MS (METHOD L): Rj = 
8.45 minutes, 35 1 .32 (M+H)+. 



(w) N-f3-(S.6-dimethvl-lH-benzoimida2ol*2*vn-lH>pvra2ol-4-vl1-acetamide 

CH3 

"O 



CH 



CH 



HN 

\ H 



By proceeding in a nnanner similar to Example 248(a) above but using acetyl chloride there was 
prepared N-f3'(5.6-dimethvl-lH-ben2oimtdazol-2-vlVlH-pvra2ol-4-vl1-acetamide (25mg) as a while 

solid. LC-MS (METHOD L): Rj = 6.34 minutes, 270. 14 (M+H)-^. 

10 (x) FuranO-carboxvlic acid r3-r5>6-dimethvlmethvl-lH-ben2oimida2ol-2-viVlH-pvrazoM-vn- 
amide 




By proceeding in a manner similar to Example 248 (a) above bul using 3-furoylchloride there was 
prepared furan-3-carboxvlic acid f3-f5.6-dimethvl-IH-benzoimidazol'2-viVl H-pvra2ol-4-vn-amide 

15 (80mg) as a white solid. LC-MS (METHOD L): Rj = 7. 10 minutes, 322.3 1 (M+H)+ 



(y) N-|:3-(5.6-DimethvU I H-ben2oimida2ol'2>vlVl H-pvra2ol-4'VlH-methvl-ben2amide 

Q 

L/^CH3 



CM. 
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By proceeding in a manner similar to Example 248(a) above but using /?-toluoyl chloride there was 
prepared N-f 3-f 5,6-dimethvl- 1 H-ben2oimidazol-2-vlVl H>pvrazol-4>vl1-4-methvl-benzamide (42mg) as 

a white solid. LC-MS (ME THOD L): Rj = 12.24 minutes, 346 (M+H)"^. 



A stirred solution of 4-nitro-lH-pyrazoie-3-carboxylic acid (2-amino-4,5-dimethylpheny])amide [5.7g, 
Reference Example 36(a)] in acetic acid (lOOmL) was heated at 120X for 1 hour, then cooled to 
10 ambient temperature and then evaporated. The oily residue was partitioned between ethyl acetate and 
water. The organic layer was dried over magnesium sulfate and then evaporated to give 5,6-dimethvl- 
2-(4-nitro- i H-pvra2ol-3-vn> 1 H-benzoimidazoie (5.70 g) as an orange solid. LC-MS (METHOD B): 

Rj = 2.30 minutes, 258. 1 1 (M+H)**-. 
15 (b) 5-Ethvl-6-methvl-2-(4-nitro- 1 H-pvrazol'3-vn-lH-ben2oimidazole 



By proceeding in a manner similar to Example 249(a) iabove but using 4-nitro-lH-pyra2ole-3- 
carboxyJic acid (2-amino-4-ethyI-5-methylphenyl)amide [Reference Example 36(b)] there was 
prepared 5-ethvl-6-methvl-2-f4-nitro- 1 H'Dvra2ol-3-vn- 1 H-benzoimidazole as a yellow solid. LC-MS 

20 (METHOD B): Rj = 2.6 1 minutes, 272.23 (M+H)+ 

(c) 6-Chloro-5-methoxv-2-<;4-nitro-lH-Dvra2ol-S-ylVlH-benzoimida2ole 



5 



EXAMPLE 249 



(a) 






H 



By proceeding in a manner similar to Example 249(a) above but using 4-nitro-lH-pyrazole-3- 
25 caiboxylic acid (2-anuno-5-chloro-4-methoxyphenyl)amide ( 1 .5g, Reference Example 36(c)] there was 



10 



20 



25 
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prepared 6-chtoro-S-niethoxv.-2-f4-nirro-l H-Dvrazol-3-viVl H-benzoimidazole (0.7g) as a dark solid. 
MS:294(M+H)+ 

(d) S-Fluoro-6-melhvl>2-C4«nitro-lH-Dvra2oU3-vll-lH -benzQimida2ole 




By proceeding in a manner similar to Example 249(a) above but using 4-Nitro-I H-pyra2olc-3- 
carboxylic acid (2-amino^-nuoro-5-methyl-phenyl)-amide [Reference Example 36(0] there was 
prepared S-fluoro-6-methvl-2-C4-nitrO'lI-l>pvra2ol-3-vl VI H-benzoimidazole {0.730g) as a red solid. 

LC-MS (METHOD J): Rj = 2.76 minutes. 262.2 1 (M+H )"*". 

(e) 2-f4>NitrO' 1 H-pvrazoU3-vi VS-trifluoromethoxv- 1 H-benzoimidazo!e 



0,N 





N V^" 
H 

By proceeding in a manner similar to Example 249(a) above but using 4-nitro-lH-pyrazole-3- 
carboxylic acid (2-amino-4-trifluoromethpxy-phenyl)-amide [Reference Example 36(g)l there was 
15 prepared 2-(4-nitro- 1 H-pvrazol-3-vlV5«trifluoromethoxv-l H-benzoimidazole ( 1 .02g) as a red solid. 

LC-MS (METHOD J): Rj = 3.32 minutes, 3 14. 19 (M+H)"*". 

(f) 2-(4-Nitro-lH-pvrazol-3-vlV5-trifluoromethvl-IH-ben2oimidazole 




By proceeding in a manner similar to Example 249(a) above but using 4-nitro-lH-pyrazole-3- 
carboxyiic acid (2-amino-4-trifluoromethyl-phenyl)-amide [Reference Example 36(h)] there was 
prepared 2-(4-nitro-lH-Pvrazol-3-vlV5-trifluoromethvl-lH-henzoimidazole (0.1 95g) as an orange solid. 

MS: 298.07 (M+H)+. HPLC (METHOD B): Rj = 3.50 minutes. 

(g) 5-Chloro-6-methvi-2>(4-nitrO"lH'pvrazol-3-vn-IH-benzoimidazole 
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By proceeding in a manner similar to Example 249(a) above but using 4-niiro-l H-pyrazolc-3- 
carboxylic acid (2-amino-4-chloro-5-methyl-phenyl)-amide [Reference Example 36(1)] there was 
prepared S-chloro-6-methvU2->(4-nitro-lH-pvra2ol-3-vlVlH-benzoimidazQle (0.320g) as an orange 

5 solid. LC-MS (METHOD C>: Rj = 3.36minutes, 3 14. 19 (M+H)+ 



(h) 2-(4-Nitro-lH-pvrazol>3-vn-tH>benzoim idazole-S.-carboxviic acid methyl ester 




By proceeding in a manner similar to Example 249(a) above but using 3-amino-4-[(4-nitro-l H- 
10 pyra2ole-3-carbonyl)-amino]-ben2oic acid methyl ester [Reference Example 36(j)] there was prepared 
2-(4-nitro-lH-pvrazol-3-vlVIH-benzoimidazoIe-5-carboxvlic acid methvl ester (2.50g) as a yellow 

solid. LC-MS (METHOD B): Rj = 2.76 minutes, 288. 1 2 {M+H)+. 



15 (a) 



EXAMPLE 250 

3-(5.6'DimethvMH-benzoimidazol-2-vlVL4.6.7-tetrahvdro-pvrazolof4.3 -c1pvridine-S- 
carboxvlic acid isopropvlamide 



N(CH3), 



CH 




CH3 

A solution of 3<5,6Kiimethyl-lH-benzoimidazol-2-yI)-4,5,6j4etrahydro-lH-pyrazolo[4,3H:]pyridine 
[0.1 50g, Example 251(a)] in dimethyl formamide (4ml) was treated with diisopropylethylamine 
20 (0.54ml) and then with dimethyl carbamyl chloride (0. 122ml). After stirring for I hour the reaction 
mixture was quenched by the addition of methanol (0.1ml) and then diluted with ethyl acetate. This 
mixture was washed five limes with brine and then evaporated. The residue was treated with 
tetrahydrofuran (9ml) and methanol (3ml) and the resulting solution was then treated with potassium 
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hydroxide (50mg). This mixture was stirred for 1 hour, then acidified by addition of hydrochloric acid 
(JM) and then extracted three times with ethyl acetate. The aqueous layer was basified by addition of 
sodium carbonate and the resulting suspension was filtered, then washed with water, then dried in air 
and then azeotroped with toluene to yield 3-f5,6>dimethvl-l H-ben2oimidazol-2«vn-K4,6.7-tetrahvdro- 

5 pvrazolof43-c]pyridine-5-carboxvlic acid isopropylamide as a pale brown solid. MS: 339 (M+H)"^. 
HPLC (METHOD Fl): Rj = 8.67 minutes. 

(b) Cvclopropvl-f3-(S.6-dimethvMH-bcnzoimidazol-2'Vi)-l,4.6.7-tetrahvdro~pvrazolof4.3- . 



By proceeding in a manner similar to Example 250(a) above, but using cyciopropanecarbonylchloride 
and stirring the reaction mixture for 16 hours, there was prepared cyclopropvl-r3-(5,6-dimethvl- 1 H- 
benzoimidazol-2-vlVL4.6.74etrahvdro-pvrazolof4.3-clDvridin-5-vn-methanone (68nig) as a pale 

15 yellow solid. LC-MS (METHOD M): Rj = 1 0.57 minutes, 336 (M+H)+ 

(c) Isopropvl-P-(5.6-dimethvl-IH>ben2oimida2Ql-2-vn-1.4A7-tetrahvdro>pvrazolor4J-c]pvridin- 



c1pvridin"5-vl]'methanone 



10 




5-vlVmethanone 




20 



By proceeding in a manner similar to Example 250(b) above, but using isopropylcarbonyl chloride, 
cyclopropylcarbonylchloride there was prepared isopropvl-r3-(5.6-dimethvl'lH-ben2oimidazoi-2-vlV 
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1.4,6,7-tetrahvdro-pvrazolof4,3-dpvridin-5>vn-methanone (68mg) as a white solid. LC-MS 
(METHOD M): Kj = 9.28 minutes, 338 (M+H)"" . 

(d) l43-(5.6-Dimethvl«lH-benzoimidazoU2-vlVL4.6.7>tetrahvdro-p vra2olof4.3<1pvridtn-S-vlV 
5 2.2-dimethv]-Dropan*l-one 



15 




By proceeding in a manner similar to Example 250(b) above, but using trimethylacetyl chloride and 
filtering the precipitate formed upon basification with sodium carbonate, followed by azeotroping with 
toluene there was prepared l-r3-(5.6-dimcthvl-lH-bcnzoimidazo]-2-vh-i.4.6.7-tetrahvdro- 
10 pvra2oloF4.3-clDvridin-5-vll-2.2-dimethvl-DroDan-l-one (49mg) as a pale yellow solid. LC-MS 

(METHOD M): Rj = 1 1.39 minutes, 352 (M+H)+ 

(e) 3-f5.6-Dimethvl- 1 H-benzoimidazol-2-vlVI.4.6.7-tetrahvdro-Dvrazolor43-clD vridine-5- 
carboxvlic acid methyl ester 



0=^ 



OMe 




By proceeding in a manner similar to Example 250(b) above but using methylchloroformate there was 
prepared 3-(5.6-dimethvl- 1 H-benzoimidazol-2-vn- 1 .4,6 J-tetrahvdro-pvrazolof4.3-c1pvridine-5- 
carboxvlic acid methvl ester (89mg) as a pale brown solid. LC-MS (METHOD M): Rj = 8.95 

20 minutes. 326 (M+H)+ 



(a) 



EXAMPLE 251 

3-<5.6-DimethyU1H-benzQimida2ol-2-vnr4.5.6.7-tetrahvdro-lH-Dvrazolor4.3-c)pvridine 
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A solution of 3-(5,6-dimethyl4H-benzoimida2ol-2-yl)-lA6,7-tetrahydro-pyrazolo[43-c]pyridine-5- 
carboxylic acid /erZ-butyl ester [1.014g, Example 252(a)] in methanol (20ml) was treated with a 
solution of hydrogen chloride in dioxane (5ml, 4M). After stirring for 16 hours the reaction mixture 
5 was evaporated. The resulting beige solid was triturated with methanol to yield 3-f 5>6-di methyl- 1 H- 
benzoimidazol-2'VlM,5.6J-tetrahvdro-IH-pvrazolof4.3-c1pvridine (0.523g) as a pale yellow solid. 

LC-MS (METHOD B): Rj = 0.63 minutes; 268 (M+H)+. 

(b) 3-(5-Chloro-6-methvl-[H-benzoimidazol-2-vn-4.5.6.7-tetrahvdro-lH-pvrazolof4.3'Clpvridine 



H 




By proceeding in a manner similar to Example 251(a) above, but using 3-(5-chloro-6-methyl-lH- 
benzoimidazol-2-yl)-l,4,6,7-tetrahydro-pyra2olo[4,3-c]pyridine-5-carboxylic acid tert-butyl ester 
[Example 252(d)] there was prepared 3-f5-chloro-6-methvl-lH-benzoimidazol-2-vn-4.5,6,7-tetrahvdro- 
lH-pvrazoior43-clpvridine (223mg) as a white soh'd. LC-MS (METHOD K): Rj = 3.91 minutes, 

15 288/290 (M+H)-*". 

(c) 3'[5-(2-Morpholin-4-vl-ethoxvVlH-ben2oimidazol-2-vlM.5.6.7-tetrahvdro-lH- 
pvra2olor4.3-c1pvridine 

H 




20 By proceeding in a manner similar to Example 251(a) above, but using 3-[5-(2-rnorpholin-4-yl-ethoxy)- 
lH-benzoimidazol-2-yl]-1.4,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-5-carboxylic acid tert-butyl ester 
[Example 252(e)] there was prepared 3-r5'(2-morpholin>4-vl-ethoxv)- 1 H-ben2oimidazol-2-vlM.5.6J- 
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tetrahvdro-lH-pvrazoiof4.3-c]pyridine (200mg) as an off-white solid. LC-MS (METHOD N): Rj = 
2.55 minutes, 369.19 (M+H)+ 

(d) 3-(5-trifluoromethvU I Il-ben2oimida2oU2-vlV4.5.6.7-tetrahvdro-l H-pvrazolor4.3-clDvridine 




By proceeding in a manner similar to Example 251(a) above but using 3-(5-trifluoromethyMH- 
ben2oimidazol-2-yl)-I,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-5-carboxyIic acid tert-butyl ester 
[Example 252(g)] there was prepared 3-r5-trifluoromethvM H-benzoimidazo^2-v^-4.5.6,7-tetrahvd^o- 
lH-pv^a2olo^4.3-c^Dvrid^ne (500mg) as an off-white solid. LC-MS (METHOD N): Rj = 3.21 minutes, 

10 308.I7(M+H)+ 



EXAMPLE 252 

(a) 3-(5,6-Dimethvl-lH-ben2oimidazol-2-vn-L4.6.7-tetrahvdro-Pvra2olor4.3-clDvridine-5» 
carboxvlic acid /er/-butyl ester 




A suspension of l,4,6J-tetrahydro-pyra2olo[4,3-c]pyridine-3,5-dicarboxylic acid, 3-(2-amino-4,5- 
dimethyiphenyl)amide, 5-/ert-butyl ester [L091g, Reference Example 39(a)] in acetic acid (5ml) was 
heated to 100°C for 12 minutes in a Smith Creator Microwave. The mixture was neutralised with care 
by addition of solid sodium hydrogen carbonate and then extracted twice \yith ethyl acetate. The 
20 combined extracts were evaporated to yield 3-(5,6-dimethvl- 1 H-benzoimidazol-2-vlV 1 .4,6,7- 

tetrahvdro-pvrazolof4.3-clpvridine-5-carboxvlic acid /gr/-butvl ester . LC-MS (METHOD B); Rj= 

2.79 minutes; 368 (M+H)"*". 



(b) 5-Methoxv-2-(4-nitro-l H-pvrazol-3-vn- 1 H-benzoimidazole 
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By proceeding in a manner similar to Example 252(a) above but (i) using 4-nitro-lH-pyrazo!e-3- 
carboxylic acid (2-amino-4-methoxy-phenyl)-amide [4I0mg, Reference Example 36(d)] and heating at 
120**C for 5 minutes, (ii) pouring the reaction mixture into water, adjusting to pH14 with 2N sodium 
5 hydroxide and filtering, and (iii) adjusting the pH of the filtrate to 6 with 2N hydrochloric acid and 
collecting the precipitate by filtration, there was prepared 5-methoxv-2-(4-nitro-l ri -pvrazol-3-vl)- 1 H- 
benzoimidazole (327mg) as a yellow powder. LC-MS (Method H>: Rx= 1.61 minutes, 260.25 

(M+H)+ 258.26 (M-H)'. 
10 (c) 5-Ethoxv-2-C4-nitro-lH-pvra2ol-3-vn-lH-benzoimidazole 




H 



By proceeding in a manner simi lar to Example 252(b) above but using 4-nitro-l H-pyra2ole-3- 
carboxylic acid (2-amino-4-ethoxy-phenyl)-amide [824mg, Reference Example 36(e)] there was 
prepared 5-ethoxv-2'/4-mtro-lH-pvrazol-3-vn-lH-benzoimidazole (407mg) as a light brovm powder. 

IS LC-MS (Method H): Rj - 1 .82 minutes, 274.26 (M+H)^ 272.30 (M-H)-. 

(d) 3 -(5>Chloro-6-methvl-iH-ben2oimidazoi-2-v[VL4.6.74eirahvdro-DvrazolQr4.3-c lpvridine-5- 
carboxvlic acid tert-butvl ester 
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By proceeding in a manner similar to Example 252(b) above, but using 3-(2-amino-4-chloro-5-methyl- 
phenylcarbamoyl)-l,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-5-carboxylic acid tert-buiyl ester 
[Reference Example 39(c)] and heating at 1 1 O^C for 1 5 minutes, there was prepared 3>(5-chloro-6- 
methvl-iH-benzoimidazol-2-vlV1.4>6,7-tetrahvdro-pvra2olof4.3-c)pvridine-5"Carboxv lic acid tert-bulvl 

5 ^ter (39lmg) as a brown solid. LC-MS (METHOD J): Rj « 3.53 minutes, 388 (M+H)+ 



(e) 3-f5-(2>Morpholin-4>vl-ethoxvVIH-benzoimida2oU2-vn-!,4.6.74etrahvdro-pvrazoiof4.3- 
c1pvridine-5-carboxvlic acid tert»butvl ester 




10 By proceeding in a manner similar to Example 252(b) above, but using 3-[2-amino-4-(2-morpholin-4- 
y!-ethoxy)-phenyIcarbamoyl]-l,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-5-carboxy!ic acid tert-butyl 
ester [Reference Example 39(d)] there was prepared 3-r5'f2-morpholin-4>vl-€thoxvVlH> 
benzoimida2ol-2-vn-L4.6.7-tetra hvdro-Dvrazolof4.3>c1pvridine>5-carboxvlic acid tert-butyl ester 

(350mg) as a brown solid. LC-MS (METflOD N): Rj « 3.53 minutes, 469.24 (M+H)+ 

15 

(f) 3-f 5.6-PimethvM H-benzoimidazol-2-vlV 1 .4.6.7-tetrahvdro-pvranof43-clpvrazole 




By proceeding in a manner similar to Example 252(a) above but using l,4,6,7-tetrahydro-pyrano(4,3- 
20 cJpyrazoleO-carboxylic acid (2-amino-4,5-dimethyl-phenyl)-amide [Reference Example 39(e)] and 
heating at 1 20**C for 3 minutes there was prepared 3-^5.6Klimethv!-lH-benzoimidazol-2-vn-1.4.6,7- 

tetrahvdro-pvranor4.3>clDvrazole (49mg) as a pale brown solid. MS: 269(M+H)+ HPLC (METHOD 
CI): Rx= 19.68 minutes. 



25 (g) 3-(5'trifluoromethvl-!H-benzoimida2ol'2>viVlA6.7-tetrahvdro-pvrazolor4.3-clpvridine-5- 
carboxvlic acid tert-butvl ester 
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H 



By proceeding in a manner similar to Example 252(a) above but using 3-(2-amino-4-trifluoromethyl- 
phenylcarbamoyl)-l,4,6,7-tetrahydro-pyra2olo[4,3-c]pyridine-5-carboxylic acid tert-buty! ester 
[Reference Example 39(f)] there was prepared 3-(5-trifluoromethvl-lH-benzoimid a2ol-2«vn-L4.6J- 
5 tetrahvdro-pvra2olor4,3-c1pvridine-5-carboxvlic acid tert-buty! ester (950mg) was prepared as a brown 
solid. LC-MS (METHOD N): Ri * 3.90 minutes, 408 (M+H)+ 

EXAMPLE 253 

(a) N-f 3-^5.6-Dimethv1- 1 H-ben2oimidazol«2-vn- 1 H-Dvrazol-4-vn-2-morpholin^-vi-acetamide 




A stirred solution of 3-(5,6-dimethyl-IH-ben2oimidazol-2-yI)-lIi-pyrazol-4-ylamine (lOOmg, Example 
233(c)] and diisopropylethylamine (307^1) in dichloromethane (10ml) was treated with chloroacetyl 
chloride (105^1). The reaction mixture was stirred for 30 minutes at room temperature, then treated 
with morpholine (575^1), then kept at room temperature overnight and then evaporated. The oily 
15 residue was partitioned between ethyl acetate and water and the organic phase was washed with water, 
then dried over magnesium sulfate and then evaporated. The residue was subjected to flash 
chromatography on silica eluting with ethyl acetate to give the N-r3-(5.6-dimethvi- 1 H -benzoimidazol- 
2-vlV 1 H-pvrazoM"Vl V2>morpholin-4-vl-acetamide (49.9mg) as an off-white solid. MS: 355.68 
(M+H)^. HPLC (METHOD Bl):Rr = 8.28 minutes. 

20 



(b) 



2-Dimethvlamino-N-f345.6KlimethvMH-benzoimidazol-2>viVlH-pvrazol -4>vlVacetamide 
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CH3 



By proceeding in a manner similar to Example 253(a) above but using dimethylamine hydrochloride 
there was prepared 2-dimethvlamino-N-r3-(5.6-dimethvl-lH-ben2oimida2ol-2-vi) -lH-pvrazol-4-vl1- 

acetamide (52mg) as a white solid. LC-MS (METHOD M): Ry = 8.28 minutes, 355.68 (M+H)+. 



(c) N-f3-(5,6-Dimethvl-lH>benzoimidazol-2-vlVlH-pvrazo1-4-vn-2-pip€ridin-l-vl-acetamide 




HN 



CH,'' H 

By proceeding in a manner similar to Example 253(a) above but using piperidine there was prepared 
N-r3-^5,6-dimethvl-lH-bcnzoimida2oU2-vn>lH-pyrazol-4-vlV2-piperidin-l-vl-acctamide (4mg) as a 

10 white solid LC-MS (METHOD M): Rj = 7.69 minutes, 353.68 (M+H)+. 



15 



(a) 



EXAMPLE 254 

N-r345.6-Dimethvl-lH-benzoimidazol-2-vn-lH-pvrazoU>vn- 2-(lH-1.2.3.4-tetraazoM-vn- 
acetamide 



CH, 



CH. 




0 rj 



A stirred solution of l-(3-dimethylarainopropyl)-3-ethylcarbodiimide hydrochloride (295.7 mg) and 
diisopropylethylamine (269^1) in dimethylformamide (10ml) were treated with 3-(5,6-dimethyMH- 
ben2oimida2ol-2^yl)-lH-pyra2ol-4-ylamine [lOOmg, Example 233(c)] and2-(lH-l,2,3,4.tetraazol-l-yl) 
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acetic acid (197.8mg). The reaction mixture was stirred for 72 hours then treated further with 
I -(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (295. 7mg), diisopropylethylamine 
(269nl) and 2-(lH-l ,2,3,4-tetraa2ol-l-y|) acetic acid (197.8mg). Stirring was continued for a further 48 
hours then the reaction mixture was partitioned between ethyl acetate and water. The organic phase 
5 was evaporated and Ihe residue was treated with IN potassium hydroxide in a mixture of methanol and 
tetrahydrofuran ( 1 :4, 8 ml). Af^er 1 hour this mixture was extracted with ethyl acetate. The extract was 
washed with brine, then dried over magnesium sulfate and then evaporated to dryness. The residue 
was subjected to preparative HPLC to give N-f3-f5,6-dimethvMH-benzoimidazol-2-vn-l H-pvrazol-4- 
vll- 2-n H-K2.3.4-tetraazoU1 -viVacetamide (I3.7mg) as an off-white solid. MS: 338.14 (M+H)"*". 
10 HPLC (METHOD B 1 ): Rj = 7.26 minutes. 



(b) N-r3-(5.6-Dimethvl-lH>benzoimidazol-2-vn-lH-pvrazoM-vn-isonicotinamide 



Q 




By proceeding in a manner similar to Example 254(a) above but using isonicotinic acid there was 
15 prepared N-r3'f5.6Klimethvl-lH-benzoimida2ol-2-yn-lH-Dvrazol-4-vll-isonicotinamide f9mg) as a 

white solid. LC-MS (METHOD L): Rt = S.7 I minutes, 331.21 (M+H)+ 



(c) 2-Cyclopropvl-N43-f5.6-dimethvMH-benzoimida2ol-2-vlVlH-pvrazoM-vll-acetamide 




20 By proceeding in a manner similar to Example 254(a) above but using cyclopropylacetic acid there was 
prepared 2-cvcIopropvl-N-r3-(5.6-dimethvl-lH-benzoimida2ol-2-vn-lH-pvra2ol-4-vl]-acetamide 

(98mg) as a light pink solid. LC-MS (METHOD M): Rj = II .04 miriutes, MS: 310 (M+H)+ 



25 



EXAMPLE 255 

(a) 143>r5.6-Dimethvl-lH-ben2oimidazol-2>vl VlH>pvrazol^-vl1-3-melhvl-urea 
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'NHCH3 



A solution of 3-(5,6KJimethyl-lH-benzoimida2ol-2-yl).lH-pyrazol-4-ylamine [O.SOOg, Example 233(c)] 
in tetrahydrofiiran (Sml) was treated with methyl isocyanate (0.502ml) and the mixture stirred at 
ambient temperature for 16 hours. The mixture was then concentrated in vacuo and the residue was 
5 redissolved in IN potassium hydroxide in a mixture of methanol and tetrahydrofiiran (1:3, Sml). The 
mixture was stirred for a fiirther I hour, then concentrated and then partitioned between ethyl acetate 
and water. The aqueous layer was extracted three times with ethyl acetate and the combined organic 
extracts were washed with brine, then dried over magnesium sulfate, and then evaporated. The residue 
was subjected to flash column chromatography on silica eluting inilially with a mixture of ethyl acetate 
10 and hexane ( 1 : 1 , v/v) and then with ethyl acetate to afford l-r3-f5:6-dimethvMH-ben2oimidazol-2-vlV 
lH-Dvra2oM-vl1-3-methvl-urea f230ma) as a white solid, MS: 269(M+H)+ H PLC (METHOD Dl): 
Rj = 5.97 minutes. 

(b) 3-(S.6-Dimethvl- 1 H-benzoimidazol-2-vn-l H>pvra2ol-4-vn-3-isopropvl-urea 



By proceeding in a manner similar to Example 255(a) above but using isopropyl isocyanate there was 
prepared 1 -[3-f 5.6*dimeth vU 1 1-l-ben2oimidazol-2-vl V 1 H-pyrazoM-vllO-isopropvl-urea as a white 
solid. MS: 313 (M+H)+. HPLC (METHOD Dl): Rj = 10.94 minutes. 



15 




20 (c) l-r3>(5.6-Dimethvl-lH-ben2oimida2ol-2-vn-lH-pvra2ol-4-vn>3-phenvi-urea 
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By proceeding in a manner similar to Example 255(a) above but using phenyl isocyanate there was 
prepared 1 43-(5.6-dimethvl-l H-ben2oimidazol-2-vlV I H-pvra2oM-vl]-3-phenvl-urea as a white solid. 

MS: 347 (M+H)"*". HPLC (METHOD Bl): = 16.16 minutes. 

5 

(d) I -Ben2vl-3-r3-(5>6-dimethvl- J H-ben2oimida2ol-2-vlVI H-pvrazoM-vll-urea 



By proceeding in a manner similar to Example 255(a) above but using benzyl isocyanate there was 
prepared l-benzvl'3-r3-f5.6-dimethvl-IH-ben2oimida2o!-2-vn-lH-pvrazol-4-vn-urea as a white solid. 

10 MS: 361(M+II)+ HPLC (METHOD DOr Rj- 7.78 minutes. 

(e) 3-^5,6-Dimethvl-IH-ben2oimida2ol-2-vl)-L4.6.7-tetrahvdro-pvra2olor43-clpvridine-5- 



15 By proceeding in a manner similar to Example 255(a) above but using 3-(5,6-dimethyl-1 H- 
benzoimida2ol-2-yl)-4,5,6,7-tetrahydro-lH-pyra2oIo(4,3-c]pyridine [Example 251(a)) and 
isopropylisocyanate, and subjecting the reaction product to flash column chromatography eludng with 
ethyl acetate/methanol (19:1, v/v), there was prepared 3-(S.6-dimethv!- 1 H-benzoimidazol-2-vlV 1 .4.6,7' 




carboxvlic ac id isopropvlamide 




NHCH(CH3)2 
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tetrahvdro-pvra2olor4.3-clpvridine-5-carboxvlic acid isopropvlamide (93.3mg) as an off-white solid. 
LC-MS (METHOD M): Rj = 10. 1 5 minutes, 353 (M+H)+ 



EXAMPLE 256 

5 (a) Cvclopropanecarboxvlic actdr3-^5-ethoxv-6-ethvMH»benzoimidazol'2-vlVIH-pvra2ol-4- 
yl]aniide 




A solution of cyclopropanecarboxylic acid [3-(5-ethoxy-6-ethyl-lH-ben2oiniidazoI-2-yl)-l- 
(tetrahydropyran-2-yl)-lH-pyrazol-4-yl]amide [0.3g, Reference Example 48(a)] and p-toluenesulfonic 

10 acid hydrate (l.2g) in ethanol (25mr.) was heated in.an 80°C in an oil bath for ] hour, then cooled, and 
then poured into aqueous sodium bicarbonate solution. The aqueous mixture was extracted twice with 
ethyl acetate (75mL). The combined extracts were evaporated and the residue was redissolved in a 
mixture of methylene chloride (I OOmL) and methanol (lOmL). This solution was washed with aqueous 
sodium bicarbonate, to remove some residual p-toluenesulfonic acid, then evaporated to give 

15 cvclopropanecarboxvlic acidf 3-(5-ethoxv-6-ethvl- 1 H-benzoimida2ol'2-vlV 1 H-pvrazoM-vnamidc 

( I20mg) as a white solid. LC-MS (Method E): Rj = 2.36 minutes, 340 (M+H)+ 
(b) 3-( 1 .5.6.7-Tetrahvdro- 1 .3-dia2a-s-indacen-2-vn- 1 H-pvrazoM-vlamine 




H 



20 By proceeding in a similar manner to Example 256(a) but using 3-(l,5,6,7-tetrahydro-l,3-diaza-s- 
indacen-2-yl)-l-(tetrahydropyran-2-yl)-lH-pyra2ol-4-ylamine [0.9g, Reference Example 49(d)] and 
p-tolucnesulfonic acid (LOg) in ethanol (100 mL) and carrying out the reaction at 55**C for 2 hours, 
there was prepared 3'(l.5.6.7-letrahvdro-L3'dia2a-s-indacen'2-vn-lH-pvrazol-4-vlamine (800 mg) as a 

brown solid. LC-MS (Method G): Rj = 2,68 minutes, 240 (M+H)**", 
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(c) 4-MethvlDipera2ine-l-carboxvlic acid r3-(L5.6.7-tetrahvdro-i.3-dia2a-s -indacen-2-vlVlH- 
pyrazoM-yllamide 




H 



By proceeding in a similar manner to Example 256(a) but (i) using 4-melhylpiperazine-l-carboxylic 
5 acid[3-(l,5A7-tetrahydro-I,3-dia2a-s-indacen.2-yl>Ktetrahydropyran.2-yl)-lH-pyrazoM^^ 

(17lmg, Reference Example 48(b>], (ii) carrying out the reaction at 55°C for 1.5 hours, then at IQ^C 
for 1 hour, and (iii) subjecting the reaction product to chromatography on silica gel (ethyl acetate/ 
gradient 0 to 20% methanol), there was prepared 4-methvlDiDera2ine-l-carboxvlic a cid [3-(1.5.6.7- 
tetrahvdro- 1 .3-diaza-s-indacen-2-vn-lH-Dvrazol-4-vnamide (55 mg) as a white solid. LC-MS (Method 
10 E):Rt= 1.53 minutes, 366 (M+H)+ 

(d) 1 . 1 -Dimethvl-3-r3-( 1 ,5,6.7-tetrahvdro*s-indacen-2-vn-l H-pyrazoM-vllurea 




H 



By proceeding in a similar manner to Example 256(c) but using l,l-dimethyl-3-[3-(l,5,6,7-tetrahydro- 
IS s-indacen-2-y 1> I -(tetrahydropyran-2-yl)- 1 H-pyra2ol-4-yl]urea (230mg) and p-toluenesulfonic acid 

hydrate [40 mg, Reference Example 48(c)] there was prepared 1 . 1 -dimethvl-3-f 3-(^ 1 .5.6 ,7-tetrahvdro-s- 
indacen-2-vn-lH-pvrazol-4-vnurea (106 mg) as a tan solid. LC-MS (Method E): Rj = 1 .97 minutes, 

311 (M+H)-*". 



20 

(a) 



EXAMPLE 257 

Cvciopropanecarboxvlic acid r3-(6-ethoxv-5'fluoro-lH-ben2imida2ol-2-vn-lH"pvra2oM- 
vllamide 
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A solution of cyclopropanecarboxylic acid [3-(6-ethoxy-5-fluoro-lH-benzimidazol-2-yl)-l- 
(tetrahydropyran-2-yl)-lH-pyra2ol-4-yl]amide [90mg, Reference Example 48(d)] in a 1/1 mixture of 
trifluoroacetic acid and dichloromethane (30niL) was stirred for 5 hoiirs and then evaporated. The 
5 residue was mixed with ethyl acetate (30mL) and aqueous sodium bicarbonate (30mL). The organic 
layer was evaporated to give cyclopropanecarboxylic acid {'3-C6-€thoxv-5-fluoro-lH-benzimidazoi«2- 
vlV 1 H-pvrazol-4-vl1amide (44 mg). LC-MS (Method E): Rf = 2.34 minutes, 330 (M+H)+ 

(b) Tetrahvdropvran-4-carboxvlic acid r3-f6-ethoxv-5-fluoro-lH-benzimida2ol-2>vlVl H-pvrazole- 
10 4-vPamide 




By proceeding in a similar manner to Example 257(a) but using tetrahydropyran^-carboxylic acid [3- 
(6-ethoxy-5-fluoro- 1 H-benzimidazol-2-yl)-l -(tetrahydropyran-2-yl)-l H-pyrazole-4-yl]amide [ 120 rag. 
Reference Example 48(e)] there was prepared tetrahvdropvran-4-carboxvlic acid f3-{6-ethoxv-5-fluoro- 
15 lH>ben2imidazol-2-vn-lH-pvrazole-4-vnamide (65mg). LC-MS (Method E) Rj - 2. 1 7 minutes, 374 

(M+H)+ 

(c) Morpholine-4-carboxvlic acidr3-(6-ethoxv-5-fluoro*l H-benzimida2ol'2-vlVl H-pyrazol-4- 
vllamide 
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o 




By proceeding in a similar manner to Example 257(a) but using morpholine-4-carboxylic acid[3-(6- 
ethoxy-5-fluoFo- 1 H-benzimidazol-2-y I)- 1 -(letrahydropyran-2-yl)- 1 H-pyrdzol-4-yI]aniide [ 1 40mg, 
Reference Example 48(f)] there was prepared morpholine-4-caii)Oxvlic acidf 6-ethoxv-5-fluoro-l H 
5 ben2imidazol>2-vlV IH-pvrazoi^-vl lamide (65mg). LC-MS (Method E): Kj = 2.62 minutes, 375 

(M+M)+. 

(d) Piperidine-4-carboxvh'c acidf3-f6-ethoxv-5-f1uoro-lH-benzimidazol-2-vn-iH-pvrazol-4- 
yl]amide 

o 



HN 




By proceeding in a similar manner to Example 257(a) but using piperidine^-carboxylic acid[3-(6- 
ethoxy-5-fluoro-l H-benzimidazoI-2-yl)- 1 -(tetrahydropyran-2-yl)- 1 U-py razoM-yl]amide [ i 27mg, 
Reference Example 48(g)] there was prepared piperidine-4-carboxvlic acidf 3-(6-ethoxV'5-fluoro-l H- 
benzimida2ol-2-vlVlH-pvrazoM-vllamide (65mg). LC-MS (Method E): Rj = 3.15 minutes. MS 373 

15 (M+H)+ 



(e) 3-r6-Ethoxv-5-fluoro- 1 H-ben2imida2ol-2-vn- 1 H-pyrazoM-vil- 1 . 1-diethvlurea 
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By proceeding in a similar manner to Example 257(a) but using 3-[6-ethoxy-5-fluoro-IH-ben2imida2oI- 
2-yl)-l -(tetrahydropyran-2-yl)-l H-pyrazol-4-yl]-l ,1-diethyIurea (1 10 mg, Reference Example 48(h)] 
there was prepared 3-f6-ethoxv-S-fluoro-lH-benzimida2ol-2-vn-lH-pv razoM-vn-l.l-diethvlurea 

5 (65mg). LC-MS (Method E): R j = 3 J 3 minutes, 36 1 (M+H)+ 

(f) 5-MethoxV'2-(4«nitro-l H'pvra2oU3-vlVl H«benzoimidazole 




By proceeding in a similar manner to Example 257(a) but using 5-methoxy-2-[4-nitro-l-(tetrahydro- 
10 pyran-2-yl)-lH-pyra2ol-3-yl]-lH-ben2oimidazole (282mg, Reference Example 50(d) there was 

prepared 5-methoxv-2-(4-nitro-IH-pvra2ol-3-vl)-lH-ben2oimidazole (373mg) as a red powder. LC-MS 

(Method H): R.j-= 1.60 minutes, 260.22 (M+H)^ 258.23 (M-H)' 

(g) Morpholine-4-carboxvlic acid [3-f5>6-dimethvi-lH-benzoimidazoi-2 -vlVl H-pvrazoM- 
15 ylmethvll-amide 




wo 03/035065 PCT/GB02/04763 

By proceeding in a similar manner to Example 257(a) but using moq3holine-4-carboxylic acid (2,4- 
diraethoxy-benzyl)-[3-(5,6-dimethyI-IH-benzoimidazol-2-yl)-l-(tetrdhydro-pyran-2-yl)-IH-pyrdzoM^ 
ylmethyl]-amide (Reference Example 59), subjecting the reaction product to flash chromatography on 
silica [eluting with dichloromethane to dichloromethane/methanol (9:1)] and recrystallising from 
5 water/acetonitrile followed by trituration with diethyl ether there was prepared morpholine-4-> 

carboxvlic acid f3-r5.6-dimethvl-l H-ben2oimida7ol-2-vl VI H-pvrazoM-vlmethvll -amide (16.5mg) as a 

white solid. LC-MS (Method M): Rt= 6,97 minutes, MS: 355.36 (M+H) 353.39 (M-H)". 

(h) 3-f 3-(5"Difluoromethoxv-l H-benzoimidazoU2-vn- 1 H-pvrazoM-vll- 1 > 1 -diethvl-urea 

O 

10 

By proceeding in a manner similar to Example 257(a) above but using 3-[3-(5-difluoromethoxy-iH- 
benzoimidazol-2-yl)-l-(tetrahydro-pyran-2-yl)-lH-pyrazol-4-yl]-l,l-diethyl-urea [Reference Example 
48(j)] there was prepared 3>f3-(5-difluoromethoxv- 1 H-ben2oimidazol-2-vn-lH-pvra2oi-4-vn-M- 
diethvl-urea (60mg) as a white solid. LC-MS (METHOD L): Rj = 10,61 minutes. 

15 >H NMR(CD30D>: 5 1.24 (t, 6H), 3.43 (q, 4H), 6.72 (bt. IH), 6.98 (d, IH), 7.26 (s. IH), 7.47 (d. IH), 
7.91 (s, I H). 

(i) Piperidine-1 -carboxvlic acid f3-(5^ifluoromethoxv-IH-benzoimidazol-2-vn-lH-pvrazol-4->vn- 
amide 




By proceeding in a manner similar to Example 257(a) above but using piperidine-l-carboxylic acid [3- 
(5-difluoromethoxy- 1 H-benzoimidazol-2-y 1)- 1 -(tetrahydro-pyran-2-yl)- 1 H-pyrazol-4-yl]-amide 
[Reference Example 48(k)], there was prepared piperidine-l -carboxvlic acid |'3-(5-difluoromethoxv- 
lH-benzoimidazol-2-viVlH-pvrazoM-vil-amide (52mg) as a white solid. HPLC (METHOD El ): Rj 
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= 10.78 minutes. NMR(CD30D): 5 1.69 (bm, 6H), 3,64 (bm, 4H), 6.82 (bt, IH), 7.09 (bm, IH), 
7.39 (bm, IH), 7.61 (bm, 1H),8,05 (bm, IH). 

EXAMPLE 258 

(a) Cvclopropanecarboxvlic acid f3-^6-chloro-5-methoxv-l H-b€n2oimidazoi- 2-vn-lH-DvrazoM- 
yll-amide 




A solution of 3-(6-chloro-5-methoxy-lH-bcn2oimidazol-2-yl)-IH-pyrazoI-4-ylamine [50mg, Example 
233(e)] and diisopropylethylamine (40jiL) in dichloromethane (20mL), stirred at room temperature, 
was treated with cyclopropanecarbonyl chloride (51|iL, 3 eq). After stirring for a further 20 hours the 
reaction mixture was evaporated and the residue was subjected to chromatography on silica gel (ethyl 
acetaie/heptane l/l) to give the bis-acylated product (60mg) as an orange solid. MS 400 (M+H)"^. The 
bis-acylated product was dissolved in methanol (5 mL), then treated with potassium hydroxide solution 
(0.5mL, 5N), then stirred at 60°C for 1 hour, then cooled and then evaporated. The residue was treated 
with water (15mL) and the pH of the aqueous mixture was adjusted to 5 and then extracted twice with 
ethyl acetate (25mL). The combined extracts were dried with magnesium sulfate, then evaporated and 
the residue was triturated with diisopropyl ether, filtered and the precipitate was vacuum dried at 6(J^C 
to give cvclopropanecarboxvlic acid r3-(6-chloro-5-methoxy-lH-ben2oimidazol-2-vn-lH- pvrazoM* 
vlVamide (l 1 mg) as an off-white solid, mp 225-226**C LC-MS (Method E): Rj = 2.92 minutes, 332 

(M+H)+. 

(b) Cvclopropanecarboxvlic acid r3-n.5.6.7-tetrahvdro-1.3-diaza-s-indacen-2-vn-lH -pvrazoi-4- 
vllamide 




H 
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By proceeding in a similar manner to Example 258(a) above but (i) treating a solution of 3-(l, 5,6,7- 
tetrahydro-l,3-diaza-s-indacen-2-yl)-I H-pyrazol-4-ylamine [3 10 mg, Example 256(b)] and 
triethylamine (4 eq) in telrahydrofuran (15 mL) with cyclopropanecarbonyl chloride (4 eq), (ii) stirring 
the reaction mixture at 60°C for 2 hours, (iii) treating the resulting bis-acylaled product with 
5 methanol ic potassium hydroxide (20 mL, 1.05g KOH) at 40*'C for 1 hour followed by treatment with 
aqueous ammonium chloride (200 mL), (iii) extracting this mixture three times with ethyl acetate 
(lOOmL), (iv) evaporating the combined extracts and (v) chromatographing the residue on silica gel 
(ethyl acetate / gradient of 50-0% heptane) there was prepared cvclopropanecarboxvlic acid |"3' 
( 1 ,5.6.7-tetrahvdro-L3-diaza-s-indacen-2-vn-Ill-pYra2oi-4-vllamide (50mg) as a yellow solid. LC-MS 

1 0 (Method E) Rj = 2.05 minutes, 308 (M+H)+, 

(c) Morpholine-4-carboxvlic acidr3-n.5.6.7-tetrahvdrO'L3-diaza-s-indacen-2-vn-lH-pvra2ol-4- 
vil-amide 




15 By proceeding in a similar manner to Example 258(b) above but using morpholine-4-carbonyl chloride 
there was prepared morpholine-4-carboxvlic acidr34 1 .5.6.7-tetrahvdro- 1 .3-<lia2a- s-indacen-2-vlVlH- 
pvrazol-4-vlVamide as an orange solid. LC-MS (Method E) Kj = 2.45 minutes, 353 (M+H)*^, 



20 (d) Piperidine-l-carboxvlic acid f3-(5-methoxv-lH-benzo imidazol-2-vn-lH-pvrazol-4-vn-amide 




By proceeding in a similar manner to Example 258(a) above treating 3-(5-methoxy-lH-benzoimida2ol- 
2-yl)-lH-pyra2ol-4-ylamine [257mg, Example 233(f)] with 1 -piperidine-carbonyl chloride in the 
presence of diisopropylethylamine and using tetrahydrofiiran as the solvent there was prepared 
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piperidine-l-carboxvlicacid f3-f5-methoxv-lH>benzoimidazol-2-vn-lH'Pvra2ol-4-vn-amide (46. 1 mg) 
as a white solid. LC-MS (Method L) Rj = 6.43 minutes, 34 1 .28 (M+H)+. 

(e) 3-f 3-(5-Methoxv> 1 H-benzQimidazoi-2-vn- 1 H-pyrazo M-vll- 1 . 1 -dimethvl-urea 



By proceeding in a manner similar to Example 258(d) above but using dimethylcarbamyl chloride there 
was prepared 3-r3'(5-methoxv-IH>benzoimidazol-2-vn-lH-pvrazoI-4-vll-l.i-dimelhvl-urea as a white 

solid. LC-MS (Method M): Rj = 7.64 minutes, 301 .35 (M+H)+. 
10 (f) Piperidine-l-carboxvlic acid f3-(5-ethvl-6-methvMH-benzoimida2ol-2-vn-IH-pvrazoM-v]1- 



By proceeding in a manner similar to Example 258(d) above but (i) using 3-(5-ethyI-6-methyl-l H- 
ben2oimidazol-2-yl>lH-pyrazo!-4-ylamine [400mg, Example 233(d)], l-piperidinecarbonyl chloride 

15 (1.25ml) and diisopropylethylamine (1 .74ml) with tetrahydrofuran (20ml) as the solvent and, stirring 
the reaction mixture at ambient temperature for 48 hours, then at 50°C for 24 hours, (ii) treating the 
bis-acylated product with IM potassium hydroxide in methanol/tetrahydrofuran (1 :3, 20ml) at room 
temperature, and (iii) subjecting the product to flash column chromatography on silica [eluting with 
ethyl acetate/hexane (1:1 v/v) to ethyl acetate/hexane (3: 1 v/v)], there was prepared piperidine-l- 

20 carfaoxvlic acid f3-(S-ethvl'6-methvM H>benzoimidazoU2-vlVl H-pyrazoM-vil-amide (425mg) as a 

white solid. LC-MS (METHOD L): Rj = 7.55 minutes, 353.34 (M+H)+ 

(g) 3-[3-(5-Fluoro-6-methvl-l H-benzoimidazol-2>vn-l H-pvrazoM-yiyi. I -dimethvUurea 



5 



CH3O, 




amide 
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/ 3 



to 



By proceeding in a manner similar to Example 258(f) above bul using 3-(5-fluoro-6-methyl-lH- 
benzoimida2ol-2-yl)rlH-pyra2oI-4-ylamine [Example 233(h)] and ^;A/'-dimethyIcarbamy!chloride 
there was prepared 3-[3-f5-fluQro-6-methvM H-benzoimidazol-2«viVl H-pvrazoM-viyL 1 -dimethyl- 
urea (32mg) as a white solid. LC-MS (METHOD M): Rj = 10.40 minutes, 303.34 (M+H)+. 

(h) Morphollne-4-carboxvlic acid r3-(5-trifluoromethvl-l H-benzoimidazol-2-vlVlH-pvrazo]-4-vn- 



By proceeding in a manner similar to Example 258(f) above but using 3-(5-trifluoromethyl-l H- 



was prepared morpholine-4-carboxvlic acid r3-f5-trifluoromethvl-lH-benzoimidazol-2-vlVlH-pvra2ol- 
4-ylVamide (131mg) was prepared as a white solid. MS: 379.08 (M-H)-. HPLC (METHOD El): Rj = 
10.61 minutes. . 

(i) 3-^5.6-DimethvMH-benzoimidazol-2-vn-L4.6.7-leirahvdro-pvrazolor4.3-c)pvridine-5- 
carboxvlic acid diethylamide 



amide 




H 



benzoimida2ol-2-yl)-lH-pyra2ol-4-ylamine [Example 233(1)] and morpholine-l-carbonyl chloride there 



CHjCH, 
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By proceeding in a manner similar to Example 258(f) above, but using 3-(5,6-dimethyl-lH- 
benzoimidazol-2-yl)-4,5,6,7-tetrahydro-IH-pyrazolo[4,3-c]pyridine [Example 251(a)] and 
diethylcarbamyl chloride, and subjecting the reaction product to flash column chromatography eluting 
with ethyl acetate to ethyl acetate/methanol (49: 1, v/v), there was prepared 3'(5.6-dimethvUlH" 
5 bcnzoimidazol-2-vlV1.4.6J-tetrahvdro-Pvrazolof4.3-c1pvridine-5-carboxvlic acid diethylamide 

(2a9mg> as an off-white solid. LC-MS (METHOD J): Rj = 3.44 minutes, 367 (M+H)+. 

(j) r3-f5.6-DimethvMH>benzoimidazol-2-vlVI.4.6J-tetrahvdro-pvrazolof4.3-c1pvridin-5-vn- 



By proceeding in a manner similar to Example 258(i) above, but using l-pyrpllidincarbonyl chloride 



prepared f 3-(5.6-dimethvl- 1 H-benzoimidazol-2-vlV I A6.7-te trahvdroH3v ra2olor4.3-c1p vridin-5-vn- 
Dvrrolidin-l-vUmethanone (68mg) as an off-white solid. MS: 365 (M+H)+ HPLC (METHOD El): 
15 Rt= 10.32 minutes. 

(k) r3-f5.6-Dimethvl-lH-benzoim ida2ol-2-vn-L4A7-tetrahvdro-Dvrazolor4.3-c1pvridin-5-vlV 



pyrrol idin- 1 -vl-methanone 



10 




and triturating the reaction product with ethyl acetate, methanol and dichloromethane, there was 



piperidin-Nvl-methanone 




20 By proceeding in a manner similar to Example 258(f) above, but using 3-(5,6-dimethyl-lH- 

benzoimidazol-2-yl)-4,5,6,7-tetrahydro-lH-pyrazolo[4,3-c]pyridine [Example 251(a)] and subjecting 



5 
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the reaction product to flash column chromatography eluting with ethyl acetate/petrol (5:J, v/v) to 
J 00% ethyl acetate to ethyl acetate/methanol (19:1, v/v), there was prepared r3-(^5.6>dimeihvl-iH- 
benzoimida2ol-2-vn-l A6.7>tetrahvdro-pvrazolor4,3>c]pvridin-5«vn-piperidin-[-vUmethanone 

(93.3mg> as an off-white solid. LC-MS (METHOD L): Rj = 6.77 minutes, 379 (M+H)+ 

(I) [3^^S.6-Dimethvl-lH-benzoimidazol-2>vlVL4,6^7-tetrahvdro-pvrazolo[4.3-c1pvridin-S-vl1- 
niorpholin-4-vl-methanone 




By proceeding in a manner similar to £xample 258(k) above, but using Nmorp hot inecarbonyl chloride 
10 and azeotroping the reaction product, with toluene and dichloromethane, there was prepared [3-(5>6- 
dimethvUlH-benzoimidazol-2-vlVL4A7-tetrahvdrD-pvrazolor4,3-c1pvridin-S-vl1-morpholin-4-vl- 

methanone (32nig) as an off-white solid. MS: 381 (M+H)"*". HPLC (METHOD El): Rj = 9.39 

minutes. 

15 (m) 3-(S-Chloro-6- methvl-lH-benzoimidazol-2-vn-1.4.6.7-tetrahvdro-Dvrazolor4.3-clpvridine-5- 
carboxvlic acid diethylamide 




CI 



CM/ 

By proceeding in a manner similar lo Example 258(a) above but (i) using 3-(5-chloro.6-methyl-lH- 
benzoimidazol-2-yl)-4.5,6,7-tetrahydro-lH-pyra2olo(4,3-c]pyridine [Example 251(b)] and 
20 diethylcarbamyl chloride, and (ii) subjecting the reaction product to flash column chromatography, 
eluting with ethyl acetate to ethyl acetate/methanol (47:3, v/v) followed by trituration with ethanol, 
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there was prepared 3'(5-chloro-6-methvKlH-benzoimidazoi-2-v[VI.4.6.7-tctrahvdro-Pvrazo[or4,3- 
c]pvridine-5-carboxvlic acid diethylamide (35.6mg) as a pale yellow solid. MS: 387/389 (M+H)"*". 
HPLC (METHOD Ei): Rj = 11.07 minutes. 

5 (n) Morpholine-4-carboxvlic acid r3-(5.6-dimethvl-l H-henyoimidazoU2-viVi H-pvrazol-4>vn- 



By proceeding in a manner similar to Example 258(p) above but using 3-(5,6-dimethyl-lH- 
benzoimidazol-2-yl>lH-pyrazol-4-ylamine [Example 233(c)] and l-morpholinecarbonyl chloride there 
10 was prepared morpholine-4-carboxvlic acid f3-(5.6-dimelhvl-lH-benzoimida2ol-2>vn-lH -pvrazoi-4- 
vlT-amide (206mg) as a white solid. LC-MS (METHOD L): Rj - 7.36 minutes. 341 (M+H)+ 

(o) Piperidine- 1 -carboxvlic acid r3-(5.6-dimethvl- L H-ben2oimidazol-2-vn-l H-pyrazoM-vil-amide 



15 By proceeding in a manner similar to Example 258(p) above but using I -piperidinecarbonyl chloride 
there was prepared piperidine- 1 -carboxvlic acid r3-f5.6-dimethvl-lH'benzoimida2ol«2>vlVlH-pvrazol- 



4-vl1-amide (I85mg) as a white solid. LC-MS (METHOD M): Rj = 10.79 minutes, 339 (M+H)"*". 



amide 




Q 




20 



(?) 



3-r5-{2-Morpholin-4-vl-ethoxvV 1 H-benzoimidazol-2-vn-l .4.6.7-tetrahvdro-pvra2olor4,3- 
clpvridine-S-carboxvlic acid diethylamide 
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By proceeding in a manner similar to Example 258(a) above but using 3-[5-(2-morpho!in-4-yl-ethoxy)- 
lH-benzoimidazo|.2-yl]-4,5,6,7.tetrahydro-lH-pyrazolo[4,3-c]pyridine [Example 251(c)] and 
5 diethylcarbamyl chloride there was prepared 3>f 5-f 2-morpholin-4-vl-€thoxvV I H-benzoimida zol-2-vn- 
1.4.6. 7-tetrahvdro-pvrazolor4.3-c]pvridine-5-carboxv1ic acid diethylamide (28mg) as a while solid. 

MS: 468,30 (M+H)+. HPLC (METHOD El): Rj = 9.47 minutes. 

(q) 3-f5«trifluoromethvl-lH-benzoimidazoU2-vlVL4.6.7-tetrahvdro-pvrazolor 4.3-c1pvridine-5- 
10 carboxvlic acid diethylamide 




H 



By proceeding in a manner similar to Example 258(a) above but using 3-(5-trifluoromethyl-lH- 
benzoiraidazol-2-yl)-4,5,6,7-tetrahydro-lH-pyrazolo(4,3-c]pyridine [Example 251(d)] and 
diethylcarbamyl chloride there was prepared 3-f5-trifluorom ethvl-lH-benzoimidazol-2-y[Vl A6.7- 
15 tetrahydro-pyrazoloMJ-clpyridine-S-carboxylic acid diethylamide (103mg) as a white solid. MS: 

407.17 (M+H)+ HPLC (METHOD El): Rj = 10.81 minutes. 



(r) 3-r3-f 5.6-Dimethyl- 1 H -benzoimidazol-2-yl )- 1 H-pyrazol-4>ylV 1 . 1 -dimethyl-urea 
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•NCCHj)^ 



By proceeding in a manner similar to Example 258(p) above but using dimethylcarbamyl chloride there 
was prepared 3-[3-f S>6-dimethvl-l H-ben2oimida2ol-2-vlV i H"pvra2ol-4-vn' 1 , 1 -di methvl-urea . MS: 

299 (M+H)+ HPLC (Method El): Rj " 8 24 minutes, 

EXAMPLE 259 

2-( 1 H-Inda2ol-3-vi V I H-benzoimidazole-S-carboxvlic acid f 2-f2H-tetra2ol'S-vn-ethYlVamide 



A stirred solution of 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2-cyano-ethyl)-amide 
[ISOmg. Example 246(s)] and azidolribulyltin (2ml) was heated at 95®C for 24 hours. The reaction was 
cooled to ambient temperature and stirred for 2 hours with acetonitrite (20ml), tetrahydrofiiran (lOmI) 
and acetic acid (20ml). The reaction mixture was washed with iso-hexane (6 x 80ml) and concentrated 
in vacuo. The residue was subjected to preparative HPLC to give l-C 1 H-indazol-3-vl V I H- 
ben2oimida2ole-5-carboxylic acid [2-f2H-tetra2ol-5-yn-ethvn-amide (35.9mg) as a browri solid. 

LC-MS (Method L): Rj = 9.80 minutes. 374.2 1 (M+H)+ 



(a) l-CvcloproDvl-3-[3-^S-ethvl-6-methvl-lH-ben2oimida2ol-2-vlViH-pvrazol'4-vll-urea 




EXAMPLE 2^0 
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10 



15 



20 



To a stirred solution of 3-(5-ethyl-6-methyl-IH-ben2oimidazol-2-yl)-IH-pyrazol-4-ylamine [250mg, 
Example 233(d)] in tetrahydroftiran (20nil) was added l,l-carbonyldiimida2ole (740mg) and the 
reaction heated at reflux for 60 hours. The reaction mixture was cooled to ambient temperature and the 
solvent removed in vacuo. The residue was added 2M cyclopropylamine in tetrahydrofuran (15ml). 
The reaction mixture was transferred to a pressure tube and heated at reflux for 48 hours. The reaction 
mixture was cooled to ambient temperature and partitioned between ethyl acetate and water. The 
aqueous layer was extracted three times with ethyl acetate and the combined organic extracts washed 
with brine, dried over magnesium sulfate, and concentrated. The residue was subjected to flash 
column chromatography on silica eluting with ethyl acetate/hexane (1:1 v/v) to 100% ethyl acetate to 
afford !-cvclopronvl-3-f3-f5-ethvl-6-methvMH-benzoimidazol-2-vn-lH-pvrazoM-vn-urea (95nig) as 

a white solid. LC-MS (METHOD M): Rj = 9.40 minutes, 325.32 (M+H)"^. 

(b> i-r3-(5-Ethvl-6-methvl-lH-benzoimidazol-2-vn-lH»pvrazoM-vn>3-methvl«urea 



By proceeding in a manner similar to Example 260(a) above but using 2M melhylamine in 
tetrahydrofuran there was prepared l-r3-(5-€thvl-6-methvl-lH-benzoimidazol-2-vlVIH-pvra2 ol-4-yn-3- 

methvl-urea (36mg) as a white solid. LC-MS (MEl HOD M): Rj = 7.08 minutes, 299.34 (M+H)"*". 

(c) 4-Methvl-piperazine>l-carbQxvlic acid r3-(5-ethvl-6-methvl-lH-ben2oimi da2ol-2-vlVlH- 
pyrazoM-vll-amide 



By proceeding in a manner similar to Example 260(a) above but using 2M l-methylpiperazine in 
tetrahydroftiran there was prepared 4>methvl-piperazine-l -carboxvlic acid r3-^5«eth vl-6-methvUl H- 
benzoimidazoU2-vn-lH>pvra2oU-vn-amide (247mg) pared as a white solid. LC-MS (METHOD M): 

Rj = 5.2 1 minutes, 368.32 (M+H)+ 






Q 
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(d) Piperidine-l-carboxvlic acid f3-(5-fluoro>6>methvl-iH-ben2oimidazol-2>vIVlH>pvrazoM'Vll- 
amide 




5 By proceeding in a manner similar to Example 260(a) above but using 3-(5-fluoro-6-methyl-l H- 
ben2oimida2ol-2-yl)-IH-pyra2oM-yIamine [Example 233(h)] and 2M piperidine in tetrahydrofiiran 
there was prepared p i peridine- 1-carfaoxvlic acid r3-(5-fll inm-^-methyl-l H-henzQimida2ol-2-vlVl H- 
pvrazol-4-vn-amide (140mg) as a while solid. LC-MS (METHOD L): Rj = 8.29 minutes. 343.26 

(M+H)^ 

10 

(e) 1 -r3-f S-Fluoro-6-methvl- 1 H-ben2oimidazol-2- vl V 1 H-pvrazoM-vnO-methvl-urea 

HN 




By proceeding in a manner similar to Example 260(d) above but using 2M methylamine in 
tetrahydrofuran there was prepared 1 -[3-r5-fluoro>6-methvM H-ben2oimida2ol-2-vn-l H-p vra7o!-4-vn- 

15. 3-methvUurea (6 1 mg) as a white solid. LC-MS (METHOD L): Kj = 4.85 minutes, 289.26 (M+H)+ 

(f) Morpholine-4-carboxvlicacid r3-(5-fluoro-6-methvl-lH-benzoimidazol-2-vl) -lH-pvrazoU>vn- 
amide 




20 By proceeding in a manner similar to Example 260(d) above but using 2M morpholine in 
tetrahydroiliran there was prepared morDholinc-4-carboxvlic acid r3-fS-fluoro-6-methvl-lH 
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benzoimida2ol-2-vlV 1 H-Dvra2ol-4-vlVamide (49mg) as a white solid. LC-MS (METHOD L): Rj = 
6.26 minutes, 345.33 (M+H)-*-. 

(g) 4-Methvi-Diperazinc-l-carboxvlic acid r3-(5-fluoro-6-methvi-lH-ben2oimidazo l-2-vlVlH- 



By proceeding in a manner similar to Example 31(d) above but using 2M I -methyl piperazine in 
tetrahydrofiiran there was prepared 4-methvl-pipera2ine-l-carfaoxvlic acid r3-(5-fluoro-6-methYl-lH- 
ben2oimida2ol-2-vnrlH->pvra2ol-4-vn-amide (58mg) as a white solid. LC-MS (METHOD P): Rx = 

10 7.72 minutes, 358.19 (M+H)+. 

(h) I -Methvl-3-f3-(5-trifluoromethvl-l H-benzoimidazol-2-viVl H-Dvra2ol-4>vlVurea 



By proceeding in a manner similar to Example 260(a) above but using 3-(5-trifluoromethyl-lH- 
15 benzoimidazol-2-yl)-l H-pyrazol-4-ylamine [Example 233(j)] and 2M methylamine in tetrahydrofuran 
there was prepared l-methvi«3-r3-(5-trif1uoromethvl-lH-benzoimidazo]'2-vn-lH-pvr azol-4-vll-urea 

(99mg) as a while solid. LC-MS (METHOD L): Rj = 6.5 1 minutes. 325 (M+H)-*". 



5 



pvrazoM-vll-amide 





H 



1 -r3-(5-Chloro-6-methvU 1 H-ben2oimida2 ol-2>vn- 1 H-pvrazoM-vll-3-meth vl-urea 

Q 
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By proceeding in a manner similar to Example 260(a) above but using 3-(5-chloro-6-methyM H- 
benzoimidazoI-2-yl)-lH-pyrazol-4-ylamiiie [Example 261] and 2M methylamine in tetrahydrofuran 
there was prepared l-P-(^5-chioro-6-methvMH"benzoimidazol-2-vlVlH-pvrazoM-vl1-3-m ethvl-urea 

(45mg) as a white solid. LC-MS (METHOD L): Rj = 5.85 minutes, 305/307 (M+H)+. 

5 

(j) 4-Methvl-piDerazine-l-carboxvlic acid r3-(5-chlQro-6-methvl-l H-benzo imidazol-2-vlVlH- 
pvrazoU-vn-amide 




By proceeding in a manner similar to Example 260(i) above but using 2M 1-methylpiperazine in 
10 tetrahydroftiran there was prepared 4-methvl-piperazine-l-carboxvlic acid |'3-/5-chloro-6-m ethvl-lH- 
benzoimidazol-2-vlVill-pvra2oM-vn->amide (60mg) as a pale yellow solid. LC-MS (METHOD M): 

RX = 6.35 minutes, 374 (M+H)+. 

(k) l-tert-Butvl-3-f3-C5.6-dimethvl-lH-benzoimidazol-2-vn-lH-Pvrazol-4-vn-urea 




By proceeding in a manner similar to Example 260(a) above but using 3-(5,6-dimethyl- IH- 
ben2oimidazol-2-yl)-IH-pyra2oM-ylamine [Example 233(c)] and ter/-butyiam5ne there was prepared 
l-tert-butvl-3-r3-r5.6-dimethvl-l H-benzoimi da2oU2-vlVl H-DvrazoM-vl1-urea (21mg) as a white solid. 

LC-MS (METHOD L): R^ = 5.38 minutes, 327 (M+H)+ 

20 

(I) I-[3-(5.6-Dimethvl-lH-ben2oimidazol-2-vlVlH-Pvraz oM>vn-3-ethvi-urea 
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6y proceeding in a manner similar to Example 260(k) above but using 2M ethylamine in 
tetrahydrofiiran there was prepared l-r3-(5.6-dimethvI-lH-benzoiniida2ol>2-vn-IH-DvrazoM-vlV3- 
ethvJ>urea (39mg) as a white solid. LC-MS (METHOD L): Rj = 3.95 minutes, 299 (M+H)"*". 



(m) 4>Methvl-piperazine-l-carfaoxviic acid f3-(5.6-dimethvl- 1 H-ben2oimidazol-2-vlVl H-Dvrazol-4> 



By proceeding in a manner similar to Example 260(k) above but using 2M 1 -methylpiperazine in 
10 tetrahydroliiran there was prepared 4-methvl-piperazine-l-carboxvlic acid r3-r5.6-dimethvl-lH- 
benzoimida2o!-2-vlVlH-pvrazol-4-vll-amide f 113mg) as a white solid. MS:354(M+H)+ HPLC 
G^THOD E 1 ): Ry = 10,2 1 minutes. 

(n) 1 -Cvciopropvl-3-r3-(5 .6-dimethvl- 1 H-ben2oimidazol-2-vl V 1 H-pvrazoM-vlVurea 



By proceeding in a manner similar to Example 260(k) above but using cyclopropyl amine there was 
prepared 1 -cvclopropvl-3-r3-( 5.6-dimethvi-l H-benzoi midazol-2-vlV 1 H-pyrazoM-vll-urea (80mg) as a 

white solid. MS: 3 1 1 (M+H )+. HPLC (METHOD E 1 ): = 1 0.36 minutes. 
20 (o) 3-[3-^5.6-Dimethvi> 1 H-benzoimidazol-2>vlVl H-pvrazoM>vl1- 1 . 1-diethvl-urea 



5 



yl]-amide 




15 
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By proceeding in a manner similar to Example 260(k) above but using 2M diethylamine in 
telrahydroftiran there was prepared 3-f3-fS.6-dimethvl-lH-ben2oimida2oi-2-vlVlH-pvrazo!-4-vn- L I - 
diethvUurea (61mg) as a white s6lid. MS: 327 (M+H)+ HPI.C (METHOD El): Kj = 11.36 minutes. 

5 

(p) l-r3-(5.6-Dimethvl-lH-benzoimida2ol-2-vn-lH>pvrazol-4-vn-3-isobutvl-urca 



By proceeding in a manner similar to Example 260 l(k) above but using 2M isobutylamine in 
tetrahydrofiiran, there was prepared 1 -r3-( 5.6-dimethvl- lH-ben2oimidazol-2-vn- 1 H-Dvrazol-4-vn-3- 
10 isobutvl^rea {58mg) as a white solid. MS: 327 (M+H)+. HPLC (METHOD El): Rj = 10.95 minutes. 

(q) 1 -Cvclopropvlmethvl-3-r3-(5.6-dimethvl- 1 H-benzoimidazol-2-vn- 1 H-ovrazoM-vl Vurea 



By proceeding in a manner similar to Example 260(k) above but using 2M (aminomethyl)cyclopropane 
1 5 in tetrahydrofiiran, there was prepared l-cvclopropylmethvl-3-r3-f5.6'dimethyl-lH-benzoimida2ol-2- 





H 



HN 




vlVlH-pvrazol-4-vn-urea (29mg) as a white solid. MS: 325 (M+H)"^. HPLC (METHOD El): Rj = 



10.63 minutes. 



EXAMPLE 261 

20 3-(5-Chloro-6-methvl- 1 H-bcn2oimida2ol-2-vlV 1 H-pvrazol-4-vlamine 
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A stirred solution of 5-chloro-6-methy l-2-(4-nitro- 1 H-pyrazoU3-yI)- 1 H-benzoimidazole [0.320g, 
Example 249(g)] and tin chloride (l.lOg) in ethanol (5 ml) was heated in a Smith Creator microwave at 
i40"C for 10 minutes. The reaction mixture was basified using saturated sodium hydrogen carbonate 
5 solution to pH 8 and extracted with ethyl acetate. The organic layer was dried over magnesium sulfate 
and concentrated to give 3-(5'Chloro-6-methv]-lH-benzoimidazol-2-vlVlH-pvrazol-4-vlamine as a pale 

brown solid LC-MS (METHOD B): Kj = 2,28 minutes, 248.13 (M+H)"*-, 

EXAMPLE 262 

10 3-^5-Ethvl-6>methvM H-benzoimidazoU2>viy'lH-indazole-S-carboxvlic acid amide dihvdrochloride 




CHjCH^ 



.2HC1 

A stirred suspension of 3-(5-ethyl-6-methyl-lH-benzoimidazol-2-yl)-lH-indazole-5-carbonitrile 
[lOOmg, Example 235(an).] in acetic acid (1ml) and concentrated hydrochloric acid (Iml) was heated at 
80°C for 30 minutes and then at 100"C for 4 hours. The reaction was cooled to ambient temperature 

15 and stirred for 16 hours. The reaction was then heated at 80°C for 2.5 hours and then at lOO^C for 2 
hours. The reaction mixture was cooled to ambient temperatuie and neutralized with aqueous sodium 
carbonate solution. The resulting white precipitate was collected by filtration and the aqueous layer 
was extracted with ethyl acetate, combined with the precipitate and concentrated in vacuo. The residue 
was taken up in methanol, transferred to a solid phase cartridge containing MP-carbonate resin 

20 (lOOmg) and shaken for 16 hours. The reaction was then filtered, the resin washed with methanol and 
the combined organic layers concentrated in vacuo. The residue was triturated with diethyl ether, 
taken up in methanol and acidified with 4M hydrogen chloride in 1,4-dioxane. The solvent was 
removed in vacuo to give 3-(S-ethvl-6-methvM H-benzoimida2oU2-vlVl H-indazole-S-carboxvlic acid 
amide dihvdrochloride (58mg) as a pale brown solid. LC-MS (METHOD M): = 9.40 minutes, 

25 320(M+H)+ 



10 
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EXAMPLE 263 

3-(5,6-DimethYl-l H*benzoimidazol-2-vn-l I Nindazole'S-carboxvlic acid 

.OH 




A stirred suspension of 3-(5,6-dimethyI-IH-ben2oimidazol-2-yI)-lH-indazoIe-5-carbonitrile 
dihydrochioride [200mg, Reference Example 6(aq)] in acetic acid/concentrated hydrochloric acid (4ml, 
1 : 1 v/v) was heated at 1 00"C for 1 6 hours. The reaction mixture was cooled to ambient temperature 
and filtered. The precipitate was washed with water and dried in vacuo to give 3-(5,6-dimethvl-lH' 
ben2oimidazol-2-vlVlH-indazole-5-carboxviic acid n95mg) as a white solid. LC-MS (METHOD B): 

Rj = 2.52 minutes, 307 (M+H)"*-. 

EXAMPLE 264 

2-(4«lsobutyrvlamino-lH-DvrazoK3>vlVlH-benzoimidazole'5-carboxvlicacid 




To a stirred solution of 2-(4-amino-lH-pyra2ol-3-yl)-lH-benzoimidazole-5-carboxylic acid methyl 
IS ester [200mg, Example 233(k)) in tetrahydrofuran (5ml) was added diisopropylethylamine (545^1) and 
isobutyryl chloride (327^1) dropwise and the reaction stirred for 30 minutes. The reaction mixture was 
concentrated in vacuo and the residue was taken up in IM potassium hydroxide in 
tetrahydrofiiran/methanol (1:3, v/v) (5ml) and stirred for I hour. The reaction mixture was 
concentrated in vacuo and the residue was taken up in IM sodium hydroxide in water/methanol (5ml) 
20 and stirred for 1 hour. The solvent was removed in vacuo and the residue was partitioned between 
ethyl acetate and water and the layers separated. The aqueous layer was acidified to pH 3-4 with 5% 
citric acid solution, extracted with ethyl acetate and the organic layer washed with brine. The organic 
layer was then dried over magnesium sulfate, filtered and the filtrate concentrated in vacuo to give 2; 
f4-isobutvrvlamino-lH-Dvrazol-3«vn«lH-benzoimidazole-5-carboxvlic acid n40mg) as a white solid. 

25 LC-MS (METHOD C>: Rj = 2.87 minutes. 3 1 3.33 (M+H)**". 
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EXAMPLE 265 



2'riH-lnda2ol-3-vlV3H'benzoimidazol-5-amine 




H 



5 



A stirred solulion or3-(5-nitro-lH-benzoimidazoI-2-yl)-lH-inda2ole [90.8 mg, Reference Example 
233(as)] in methanol ( 1 ml) was treated with tin chloride (61 6mg). The reaction was heated at reflux 
for 16 hours and then cooled to ambient temperature. The pH of the reaction mixture was adjusted to 



pH 8 by addition of aqueous sodium bicarbonate and then this mixture was extracted with ethyl acetate. 
The organic extracts were dried over magnesium sulfate and then evaporated to yield an oil. The crude 
10 product was subjected to flash column chromatography on silica eluting with ethyl acetate and 10% 
triethylamine to give 2-f 1 H-indazol-3»vl V3H-benzoimidazoU5-amine (826mg). MS: 250.31 (M+H)**", 
248.3 1 (M-H)-. HPLC (Method B): Rj = 2.03 minutes. 

REFERENCE EXAMPLE 1 
15 (a) 5.6-Dimethvl-2-r5-methvlsulfanvl-lH-Dvra2ol-3-vn-l-(2-trimcthvlsi[anvl-cthQXvmcthvn-lH- 
benzoimidazole 



A mixture of l-[5,6-dimethyl-l-(2-trimethylsilanyl-cthoxymethyl)-l H-benzoimidazol-2-yl]-3,3-bis- 



20 was heated at reflux temperature for 1 hour. The reaction mixture was then cooled to room 

temperature, then stirred at room temperature overnight, then heated at for 2 hours, then heated at 
reflux temperature for 3 hours, then stood at room temperature for 3 days and then evaporated. The 
residue was dissolved in dichloromethane and this solution was washed with water plus a little brine to 
facilitate separation and the aqueous phase was washed with dichloromethane and then with ethyl 

25 acetate. The combined organics were dried over magnesium sulfate and then evaporated to give 
5.6-dimethvl-2-(5>methvlsulfanvl-lH-pvrazol-3-vlV-l-f2-trimethvlsilanvl-€thoxvmethvn-lH- 
benzoimidazole (90mg) as a colourless solid. 




CH20CH2CH2Si(CH3)3 



methylsulfanyl-propenone [318mg, Reference Example 2(a)], hydrazine (2mL) and ethanol (l2mL) 
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(b) By proceeding in a similar manner to Reference Example 1(a) above but using l-[6-chloro-5- 
methyl-l-(2-trimethylsilanyl-ethoxymethyl)-lH-bcn2oimidazol-2-yl]-3,3-bis-methylsulfanyl-prop 
[Reference Example 2(b)] there was prepared 6>chioro-5-methyl-2-( S-methvlsuifanvl- 1 H-pvra2o]>3-vl V 
l-(2-trimethvlsilanvl-ethoxvmethvlVIH-benzoimidazole . 

(c) By proceeding in a similar manner to Reference Example 1(a) above but using l-[6-chloro-5- 
methyl-l-(2-trimethylsiianyl-ethoxymethyl)-lH-benzoimidazol-2-yl]0>bis-ethylsulfanyl-propenon 
[Reference Example 2(c)] there was prepared 6-chloro-S-methvK2-/5'ethvlsulfanvI - 1 H-pvrazol-3-vn-l ■ 
r2-trimcthv1silanvl-ethoxvmethvn- 1 H-benzoimidazoie 

(d) By proceeding in a similar manner to Reference Example 1(a) above but using 3,3-bis- 
methylsulfany!-1454rifluoromethyl-K2-trimethylsilanyl-ethoxymethyl)-lH-benzoimida2ol-2-yI]- 
propenone [Reference Example 2(d)] there was prepared 2-r5-methvlsu lfanvl-lH-pvrazoU3-vl)-5- 
trifluoromethvM-f2-trimethvisilanvl-ethoxvmethvl>-lH-ben2oimida2ole 

(e) By proceeding in a similar manner to Reference Example 1 (a) above but using 3,3-bis- 
cyclopropylmethylsulfanyl- 1 -[5,6-dimethyl- i -(2-trimethyIsilanyl-ethoxymethyl)- 1 H-ben2oimidazol-2- 
yl]-propenone [Reference Example 2(e)l there was prepared 2-r5-cvclopropvlmethvl sulfanvMH- 
pvrazoi-3-vn-S.6>dimethvl-l-(2-trimethvlsilanvl-ethoxvmethvlVlH'benzoimidazole . 

(f) By proceeding in a similar manner to Reference Example I (a) above but using 1 -[5,6-dimethyl- 
l-(2-trimethyIsilanyl-ethoxymethyl)-lH-benzoimidazol-2-yl]-3,3-bis-ethyIsulfanyl propenone 
[Reference Example 2(0J there was prepared 5.6-dimethvl-2-C5-ethvlsulfa nvl-l H-DvrazoU3-vn-l -(2- 
trimethvlsilanvl-ethoxvmethvlVlH-benzoimidazole . 

(g) By proceeding in a similar manner to Reference Example 1(a) above but using l-[5,6-dimethyl- 
l-(2-trimethyIsilanyl-ethoxymethyJ)-lH-ben2oimidazol-2-yl]0,3-bisKpyridin-3-yImethylsulfanyI)- 
propenone [Reference Example 2(g)] there was prepared 5.6-dimethvl-2^5>fpvridin-3- 
vltoethvlsutfanvl-lH'pvrazol-3-yn-l>(2-trimethvisilanvl-ethoxvmethvn-lH-ben2oimida2oIe . 

(h) By proceeding in a similar manner to Reference Example i(a) above but using l-[5-fluoro-l- 
(2-trimethylsilanyI-ethoxymethyl)-lH-ben2oimida2ol-2-yl]-3,3-bis-methylsulfanyl-propenone 
[Reference Example 2(h)] there was prepared 5-fluoro-2-(S-methvlsulfanvl-l H«Dv ra7ol-3-vn- 1 -(2> 
trimethvisilanvl-ethoxvmethvlY>lH«benzoimida2ole . 
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(i) By proceeding in a similar manner to Reference Example 1(a) above but using l-[5,6-dimethyl- 
I -{2-trimethylsilanyl-ethoxymethyl)- lH-benzoimidazol-2-yl]- 3,3-bis-phenethyisulfanyl-propenone 
[Reference Example 2(i)] there was prepared 5.6-dimethvl-2-f^-phenethvlsulfanvl-l H-pvra2oU3-vlVl- 

(2-trimethvlsilanvl'ethoxvmethvn- 1 H-benzoimidazoie . 

(j) By proceeding in a similar manner to Reference Example 1(a) above but using 3,3-bis- 
methylsulfanyI-l-[4-methyl-K2-trimethylsilanyl-^thoxymethyl)-lH-benzoimidazoU2-yl]-propen 
[Reference Example 2(k)] there was prepared 4-methvU2-r5 -methvlsulfanv1-lH-pvrazoi-3-vl)'i-f2- 
trimethvlsilanvl-ethoxvmethvn-lH-benzoimidazole . 

(k) By pn>ceeding in a similar manner to Reference Example 1(a) above but using 3,3-bis- 
benzylsulfanyl-)-[5,6Klimethyl-l-(2-trimethylsiIanyl-ethoxymethyl)-lH-benzoimidazol-2-yl]- 
propenone [Reference Example 2(o)] there was prepared 2-r5-ben7vlsul fanvl- 1 H-Dvra2ol-3-vn-5,6- 
dimethyl- 1 -r2-trimethvlsilanvl-ethoxvmethvlV i H-benzoimidazoie, 

(1) By proceeding in a similar manner to Reference Example 1(a) above but using l-[6-chloro-5- 
methyl-l-(2-trimethylsilanyl-ethoxymethyl)-lH-benzoimidazol-2-yl]- 3-methylsulfanyl-3-morpholin-l- 
yl-propenone [Reference Example 13] there was prepared 6-chloro-5-methvl-2-(S-momholin'4-vl-lH- 
pvrazoN3-vn-l-(2-trimethvlsilanvl-ethQxvmethv l V 1 H-benzoimidazole. 

(m) By proceeding in a similar manner to Reference Example 1(a) above but using l-[5,6-dimethyl- 
l-(2-trimcthylsilanyl-ethoxynrtethyl)-lH-benzoimida2oI-2-yl]-3,3-bis-(thiophen.2-ylrtiethylsu 
propenone [Reference Example 2(s)] there was prepared 5.6-dimethvl-2-f5-(thiophen-2- 
vlmcthvlsulfanvlVlH-pvrazol-3-vn- 1 -(2-trtmethvlsilanvl-ethoxvmethvn-lH-benzoimidazolc . 

REFERENCE EXAMPLE 2 
(a) l-[5.6-Dimethvl-U2-trimethvlsilanvl-ethoxvmethvlVlH-benzoimidazol-2 -vn-3.3-bis- 

methylsulfanvl-propenone 



A stirred suspension of sodium ferf-butoxide (350mg) in benzene (6mL), at -5°C, was treated with a 
solution of l-[5,6-dimelhyl-l-(2-trimethylsilanyl-ethoxymethyl)-lH-benzoimida2ol-2-yl]-elhanone 
[240mg, Reference Example 3(a)] in benzene (5mL) followed by carbon disulfide (230iiL). The 




SCH3 



CH20CH2CH2Si(CH3)3 
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resulting orange solution was stirred for 1 hour at -5°C, then treated with methyl iodide (1 SO^iL), then 
allowed lo warm to room temperature and then stirred at room temperature overnight. An orange 
precipitate was formed. The reaction mixture was poured into ice-water and this mixture was then 
extracted with dichlorome thane. The combined organic extracts were washed with water, then dried 
5 over sodium sulfate and then evaporated to give l-r5.6-dimcThvl-i>(2>trimethvlsilanvl -ethQxvmethvlV 
lH-bcn2oimida2ol-2-vri>3,3-bis-methvlsulfanvl-prQpenone (318mg) as an orange oil which was used 
without further purification. 

(b) By proceeding in a similar manner to Reference Example 2(a) above but using I -[6-chloro-5- 
10 methyl-l.(24rimethylsilanyl-ethoxymethyl)-lH-ben2oimidazol-2-yl]-ethanone [Reference Example 

3(b)] there was prepared I -1 6-chloro-5-methvl-l -(2-trimethvisila nvl-ethoxvmethvn- 1 H-benzoimidazol- 
2-vn-3.3-bis-methvlsulfanvl-proDenone . 

(c) By proceeding in a similar manner to Reference Example 2(a) above but using 1 -[6-chloro-5- 
IS methyl-l-(2-trimethylsilanylHethoxymethyl)-l H-ben2oimidazol-2-yl]-ethanone [Reference Example 

3(b)J and ethyl iodide there was prepared ur6-chloro-5 -methvl-l-(2-trimethvlsilanvl-€thoxvmelhvlV 
lH-ben2oimida2ol-2-vl]-3.3-biS'ethvlsulfanvl-propenone . 

(d) By proceeding in a similar manner to Reference Example 2(a) above but using 

20 |-[5-trifluoromethyl-H24rimethylsilanyl-ethoxymethyl)-lH-benzoimidazol-2-yl]-ethanone [Reference 
Example 3(c)] there was prepared 3.3-bis-methvlsulfanvl-145-trifluoromethvl-] -r2-trimethvlsilanyl- 
ethoxvmethvn-lH-benzoimida7.oU2-vl]-proDenorie . 

(e) By proceeding in a similar manner to Reference Example 2(a) above but using 

25 Kr/M^/^mAfhyl/^yrlnprnpanft thf>re was prepared 3.3-bis-cvcloprop vlmethvlsulfanvM-rS.6-dimethvM-(2T 
trimethvlsilanvl-ethoxvmethvn-lH-ben2oimida 2oU2-vn-propenone. 

(f) By proceeding in a similar manner to Reference Example 2(a) above but using ethyl iodide 
there was prepared N;:5.6-dimethvUl-(2-trimethv!silanvl-e thoxvmethvlVlH-benzoimida2ol-2-vl1- 

30 3.3-bis-ethvlsulfanvUpropenone . 



(g) By proceeding in a similar manner to Reference Example 2(a) above but using 3-picolyl 
chloride there was prepared N[S.6-dimethvl-l-(2-trime thylsilanvl-ethoxvmethvlVIH-benzoimidazol-2- 
vn-3.3-bis-(pvridin-3-vlmethvlsulfanvn-propenone . 
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(h) By proceeding in a similar manner to Reference Example 2(a) above but using l-[5-fluoro-l- 
(2-trimelhylsiIanyl-elhoxymethyl)-lH-benzoimida2oI-2-yl]-ethanone [Reference Example 3(d)] there 
was. prepared l-fS-fluorO'l'(2-trimethvlsilanvl-ethoxvmethvlVlH -benzoimida2ol-2>vlV3,3-bis- 
meth V 1 su 1 fanvl -propenone . 

5 

(i) By proceeding in a similar manner to Reference Example 2(a) above but using phenethyl 
bromide there was prepared 1 -f 5.6-dimethvM -<2-trimethvl5i lanvl-e thoxvmethvlV I H-benzoimidazol-2- 
vlV 3.3-bis-Dhenethv!sulfanvl-propenone . 

10 (j) By proceeding in a similar manner lo Reference Example 2(a) above but using l-[5-methoxy-l- 
{2-trimethylsilanyl-ethoxymethyl)-IH-benzoimida2ol-2-yl]-ethanone [Reference Example 4(g)] and 
ethyl bromide there was prepared 3.3-bis-ethvlsulfanvl-Ur 5-methoxv-2- 
f trimethvlsilanvnethoxvmethvlV 1 H>benzoimida2ol-2*v n-proDenone. 

1 5 (k) By proceeding in a similar manner to Reference Example 2(a) above but using 1 -[4-methy 1- 1 - 
(2-trimethylsilanyl-ethoxymethyl)-lH-benzoimida2ol-2-yl]-ethanone [Reference Example 3(e)] there 
was prepared 3.3-bis>methvlsulfanvM>f4-methvl-l>(2-trimethvlsilanvl-etho xvmethvl>-lH- 
ben2oimidazoU2-vll'ProDenonc . 

20 (I) By proceeding in a similar manner to Reference Example 2(a) above but using 1 -[5-methyl-l- 
(2-trimethylsilanyl-ethoxymethyl)-lH-ben2oimidazoU2-yI]-pentan-l-one [Reference Example 3(f)] 
there was prepared 2>fbis-methvlsulfanvl-methvleneVl -(5-methvl- 1 H -benzoimidazol-2-Yl Vpentan- 1- 
one. 

25 (m) By proceeding in a similar manner to Reference Example 2(a) above but using 1 -[5-methyl-l- 
(2-trimethylsilanyl-cthoxymethyl)-lH-ben2oimidazol-2-yl]-pcntan-l-one [Reference Example 3(f)] and 
4-methoxybenzyl chloride there was prepared 2-fbis-(4«methoxv-benz vlsulfanvn-methvlene1-l*f5r 
methvMH-benzoimida2ol-2-vlVpentan-l-one . 

30 (n) By proceeding in a similar manner to Reference Example 2(a) above but using 3-methyM -[5- 
raethy 1 - 1 -(2-trimethy Isilanyl-ethoxymethyl)- 1 H-ben2oiraidazoi-2-y l]-butan- 1 -one [ Reference Example 
3(g)] and benzyl chloride there was prepared 2'(biS"benzvlsulfanvl-mcthvIeneV 3-methvM'f5-methvl- 
i-(;2-trimethvlsilanvl-ethoxvmethvlVlH-ben2oimidazoK2-vn-bu tan-l-one. 
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(o) By proceeding in a similar manner to Reference Example 2(a) above but using benzyl chloride 
there was prepared 3,3-bis-benzvlsiilfanvl-1>r5.6-dimethvl-Ur2-trimethvlsilanvl-eth oxvmethvlVlH> 
benzoimida2ol-2-vlVpropenone . 

5 (p) By proceeding in a similar manner to Reference Example 2(a) above but using 

l-[l-(2-trimethylsilanyl-ethoxy methyl)^ lH-benzoimidazol-2-yl]-ethanone [Reference Example 4(h)] 
with tetrahydrofiiran as the solvent and carrying out the reaction at room teniperature and then 
subjecting the reaction product to flash chromatography on silica under gradient elution conditions (20 
to 33% ethyl acetate in pentane) there was prepared 3 .3-bis-methanesulfan v l A-W -f2-trimethvlsi lanvl- 
10 ethoxvmethvll- 1 H>benzoimidazol-2-vl Vprooenone as an oil which slowly solidified on standing at 
room temperature. 

(q) By proceeding in a similar manner to Reference Example 2(a) above but using l-[6-chloro-5- 
methyl-l-(2-trimethylsilanyl-ethoxymethyl)-lH-ben2oimidazol-2-yl]-ethanone [Reference Example 
15 3(b)] and methyl iodide there was prepared l-l6<hloro-5-methvM-^2-trimethvl silanvl-ethoxvmethvlV 
1 H-bcnzoimidazol>2-vl%3.3-bis-methvlsul fanvl^propenone . 

(r) By proceeding in a similar manner to Reference Example 2(a) above but using 1 -[5-methoxy-l - 
(2-trimethylsilanyl-ethoxymethyl)-lH-benzoimidazol-2-yl]-propan-l-one [Reference Example 4(i)] and 
20 methyl iodide there was prepared l-|5>methoxv-l-(2>trimethvlsilanvl- €ihoxvmethviVIH- 
bcnzoimidazol-2-vll- 2"methvl-3-{bis-methanesulfanvlVI-propenone . 

(s) By proceeding in a similar manner to Reference Example 2(a) above but using of 
l-[5,6-dimethyM-(2-trimethylsilanyl-€thoxymethyl)-lH-ben2oimidazol-2-yl]-ethanone [Reference 
25 Example 3(a)] and 2-chloromethylthiophene [Reference Example 14]) there was prepared l-[5,6- 
dimethvl-l-(2*trimethvlsilanvl-^thoxvmethvlVlH-benzoimidazol-2»vn-3 -3-bis-(thiophen-2- 

vlmethvlsulfanvn-propenone . 

(t) By proceeding in a similar manner to Reference Example 2(a) above but using l-[5-methyl-l- 
30 (2-trimethylsilany l-ethoxymethy I)- 1 H-ben2oimidazol-2-y l]-propan- 1 -one [Reference Example 3(h)] 
there was prepared l-r5-methvl-l-(2-trimethvlsilanvl-ethoxvmethvn-lH-benzQimidazol- 2-vn- 2- 
methvl>3-^bis-methanesulfanvl V 1 ^oropenone . 



REFERENCE EXAMPLE 3 
35. (a) l-f5>6-Dimethvl-l-r2-trimethvlsiianvUethoxvmethvlVlH>benzoimidazo l-2-vn-ethanone 
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CH20CH2CH2Si(CH3)3 



A solution of 5,6-dimethyUH2-triniethylsilanyl-ethoxymethyl)-lH-ben2oimidazole [S.OJg, Reference 
Example 4(a)] in dry tetrahydrofuran (55niL), at was treated with a solution of lithium 

diisopropylamide in a mixture of tetrahydrofuran and heptane (1 1.9mL, 2M) over 10 minutes. The 
5 mixture was stirred for 15 minutes then treated dropwise with dimethylacctamide (2.15mL) over 10 
minutes. After stirring at -78°C for a further 30 minutes the reaction mixture was poured into ice (50g) 
and then left until all the ice had melted. This mixture was extracted with dichloromethane and the 
extracts were washed with brine, then with water, then dried over magnesium sulfate and then 
evaporated. The residual orange oil (5.9 Ig) was subjected to column chromatography on silica eluting 
10 with a mixture of petroleum ether and ethyl acetate (4:1, v/v) to give l-r5.6-dimethvUl-(2- 

trimethvlsilanvl-ethoxvmethvlVlH4)en2oimi dazol-2-vn-ethanone (3.93g) as a yellow crystalline solid. 

(b) By proceeding in a similar manner to Reference Example 3(a) above but using 6-chloro-5- 
methyl-l-(2-trimethylsilanyl-ethoxymethyl)-lH-ben2oimidazole [Reference Example 4(b)] there was 

IS prepared 1-f 6-chloro-S-methvl- 1 >a-trimethvlsilanvl-ethoxvmethvl VI H -benzoimidazol-2-vn-ethanone. 

(c) By proceeding in a similar manner to Reference Example 3(a) above but using 
5-trifluoromethyl-l-(2-trimethylsilanyl-ethoxymethyl)-lH-benzoimidazole [Reference Example 4(c)] 
there was prepared l-r5-trif1uoromethvl-N{2-trimethvlsilanvl-ethoxvmethvlVlH- benzQimida2ol-2>vn- 

20 ethanpne. 

(d) By proceeding in a similar manner to Reference Example 3(a) above but using 5-fluoro- 1 -(2- 
trimcthylsilanyl-ethoxymethyl)-lH-benzoimidazole [Reference Example 4(d)] there was prepared 
l-r5-fluoro-l-f2-trimethvlsilanvl-ethoxvm ethvn-lH-ben2oimidazol-2-vn-ethanone. 

25 

(e) By proceeding in a similar manner to Reference Example 3(a) above but using 4-methyl-l -(2- 
trimethylsilanyl-ethoxymethyl)-l H-benzoimidazole [Reference Example 4(e)] there was prepared H4: 
methvl-l-C2-trimethvlsilanvl-ethoxvmet hvlVlH-benzoimidazol-2-vn-ethanone. 

30 (f) By proceeding in a similar manner to Reference Example 3(a) above but using 5-methyl-U(2- 
trimethylsilanyl-ethoxymethyl)- 1 H-benzoimidazole (Reference Example 4(f)] and dimethylvaleramide 
[Reference Example 8(a)} there was prepared 1 -[S-methv U l -(2-trimethvlsilanvl-ethoxvmethvn-l H> 
benzoimidazol-2-vn-pentan- 1 -one. 
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(g) By proceeding in a similar manner to Reference Example 3(a) above but using 5-mcthyl-l -(2- 
trimethyIsiIanyl-ethoxymethyl)-lH-ben2oimidazole [Reference Example 4(f)] and 
dimethylisovalerylamide [Reference Example 8(b)] there was prepared 3-methyl-l-rS-methy i- 1 -(2- 

5 trimethvlsilanvl-ethoxvmethvn-lH-benzoimidazol-2-vl1-bu tan-l-one. 

(h) By proceeding in a similar manner to Reference Example 3(a) above but using 5-njethyl- 1 -(2- 
trimethylsilanyl-cthoxymethyl)-lH-benzoimida2ole [Reference Example 4(0] and 
dimethylpropionamide there was prepared I -fS-methvl-l -(^-trimethvlsilanvl-ethoxymethyn-lH- 

10 ben2oimidazol'2-vl]-pro Dan- 1 -one. 

REFERENCE EXAMPLE 4 
(a) 5.6-Dimethvl-l-(^2-trimethvlsilanvl-ethoxvmethvl )-IH-ben2oimidazole 




CH20CH2CH2Si(CH3)3 

15 A stirred mixture of sodium hydride (1.08g) in dimethyl formamide (80mL) was treated with a solution 
of 5,6-dimethyl-lH-benzoimida2ole (4.95g) in dimethylformamide (50mL) at room temperature over 
1 0 minutes. After stirring for a further I hour the mixture was then treated with 
2-(trimethylsilanyl)ethoxymethyl) chloride (6.4mL) over 15 minutes and then stirring was continued 
for 18 hours. The reaction mixture was treated with methanol (I5mL) and water (ImL) and then 

20 evaporated. The residue was treated with water (SOml.) and this mixture was then extracted twice with 
diethyl ether (80mL then 50mL). The combined extracts were washed three times with water (50mL), 
then dried over magnesium sulfate and then evaporated. The residual brown oil (10.3g) was purified 
by Flashmaster using mixtures of ethyl acetate in hexane (20% to 80%) at 40ml/minute to give 
S.6-dimethvl-l-(2>trimethvlsilanvl-ethoxvmethvn-lH -benzQimidazole (7.54g) as an orange oil. 

25 

(b) By proceeding in a similar manner to Reference Example 4(a) above but using 6-chloro-5- 
methyl-lH-benzoimidazole [Reference Example 5(a)] there was prepared 6-chloro-5-methyM-(2- 
trimethvlsilanvl-ethoxvmethvn- 1 H-benzoimidazole . 



30 



(c) By proceeding in a similar manner to Reference Example 4(a) above but using 
5-trifluoromethyl-iH-benzoimidazole [Reference Example 5(b)] there was prepared 5-trifluoromethyl- 
l>(24rimethvlsilanvl-ethoxvmethvlVIH>benzoimida2ole . 
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(d) By proceeding in a similar manner to Reference Example 4(a) above but using 5-fluoro-lH- 
benzoimidazole [Reference Example 5(c)] there was prepared 5-fluoro-U2-tr imethvlsilanyl- 
ethoxymethyH- 1 H-benzoimidazole . 

5 (e) By proceeding in a similar manner to Reference Example 4(a) above but using 4-methyl-l H- 
benzoimidazole [Reference Example 5(d)] there was prepared 4-methvM-f2-trimethvlsilanvlr 
ethoxymethvlVI H-benzoimidazoie . 

(f) By proceeding in a similar manner to Reference Example 4(a) above but using 5-methyl-lH- 
10 benzoimidazole there was prepared 5-methvl-l-f2-trimethvlsilanvl-ethox vmethviVlH-ben2oimidazole, 

(g) By proceeding in a similar manner to Reference Example 4(a) above but using l-<5-methoxy- 
lH-benzoiraidazol-2-yi)-ethanone [Reference Example 6(a)] there was prepared l-|'5-methoxv-l-(2- 
trimethvlsilanvl-ethoxymethvlVlH-benzoimidazol-2-vn-ethanone . 

15 

(h) By proceeding in a similar manner to Reference Example 4(a) above but using 
(lH-benzoimidazol-2-yl)-l-ethanone and carrying out the reaction in tetrahydroftiran there was 
prepared 1 -f 1 >(2-trimethvlsi lanvl-ethoxymethvlV I H-benzoimidazol-2-vll-ethanone as a colourless oil. 

20 (i) By proceeding in a similar manner to Reference Example 4(a) above but using l-(5-methoxy- 
lH-benzoimidazol-2-yl)-propan- 1 -one (Reference Example 6(b)] there was prepared K5-methoxv-l' 
(2-tri methvisi lanvl-ethoxvmethvl V 1 H-benzoimidazol'2-vn-propan- 1 -one 

REFERENCE EXAMPLE 5 
25 (a) 6-chioro-S-methvMH-benzoimidazole 




A solution of 5-chloro-4-methyl-i;2-phenylenediamine (7.8g) in a mixture of formic acid (35mL) and 
hydrochloric acid (300mL) was heated at 50**C for 3 hours then treated with ammonium hydroxide 
solution until the solution was basic. The reaction mixture was then extracted with dichloromethane. 
30 The extracts were evaporated to give 6-chloro-S -methvU 1 H-benzoimidazole (7g). 



(b) By proceeding in a similar manner to Reference Example 5(a) above but using 
4-trifluoromethyl-l,2-phienylenediamine there was prepared 5-trinuorom ethvl-l H-benzoimidazole, 
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(c) By proceeding in a similar manner to Reference Example 5(a) above but using 4-nuoro-o- 
phenylenediamine there was prepared 5-fluoro- 1 H -henzoimidazole. 

(d) By proceeding in a similar manner to Reference Example 5(a) above but using 
2,3-diaminotoluene there was prepared 4-methvl- 1 H ^henzoi midazole. 

REFERENCE EXAMPLE 6 
(a) 1 -fS-Methoxv-l H-benzoimidazoi-2-vn-ethanone 



A stirred mixture of l-(5-methoxy-l-benzoimidazole)-i-cthanol [5.14g, Reference Example 7(a)] and 
manganese dioxide (9g) in chloroform (80mL) was heated at 60X for 18 hours, then cooled to room 
temperature and then filtered. The filtrate was evaporated to give U5-methoxv-lH-benzoimidazol-2r 
vIVethanone (4.28g>. 

(b) l-f5-Methoxv-lH-benzoimidazol- 2>ylWpropan-l-one 



By proceeding in a similar manner to Reference Example 6(a) above but using l-(5-methoxy-l- 
benzoiraida2ole)-l-propanol [Reference Example 7(b)] there was prepared l-(5-methoxv- 
1 H-benzoimidazoU2-yn-propan- 1 -one . 

(c) 5-Fluoro~ I H-indazole-3-carbaldehvde 



yl)-methanol [Reference Example 25(a)] with acetone as the solvent, a reaction temperature of 55°C 
and subjecting the reaction product to flash column chromatography on silica eluting with a mixture of 
40/60 petrol and ethyl acetate (1:1 v/v) there was prepared 5-fluoro~ 1 H- indazole-3-carbaldehvde as a 
light brown solid. LC-MS (METHOD B): Rj =2.74 minutes, 165 (M+H)+. 





CHO 




By proceeding in a similar manner to Reference Example 6(a) above but using (5-fluoro-l H-indazol-3- 
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(d) 6-Fluoro- 1 H-inda7ole-3-carbaldehvde 



CHO 




By proceeding in a manner similar to Reference Example 6(a) above bul using (6-fluoro-l H-indazol-3- 
yl)-methanol [Reference E?cample 25(b)] with acetone as the solvent, a reaction temperature of 55°C 
5 and subjecting the reaction product to flash column chromatography on silica cluting with a mixture of 
40/60 petrol and ethyl acetate (1:1 v/v) there was prepared 6>fluoro- 1 H«inda2ole-3-carbaldehvde as a 
light brown solid. LC-MS (METHOD B): Rt=* 2.74 minutes, 165 (M+H)+. 

(e) 5-MethvMH-indazoleo-carbaldehvde 



CHO 




By proceeding in a manner similar to Reference Example 6(a) above but using (5-methyl-I H-indazol-3- 
yl)-methanol [Reference Example 25(c)] with dichloromethane as solvent, a reaction temperature of 
40**C and subjecting the reaction product to flash column chromatography on silica eluting with a 
mixture of hexane and ethyl acetate (1 : 1 , v/v) there was prepared 5-methyUIH-inda2ole-3- 
15 carhaldehvde as a pale brown solid. LC-MS (M ETHOD B): Rj = 2.79 minutes, 1 6 1 (M+H)"*". 



(f) 6-Methoxv- 1 H»indazole-3-carbaldehvde 

CHO 




20 By proceeding in a manner similar to Reference Example 6(a) above but using (6-methoxy.| H-indazol- 
3-yl)-methanol [Reference Example 25(e)] with acetone as the solvent, a reaction temperature of 55°C 
and subjecting the reaction product to flash column chromatography on silica eluting with a mixture of 
40/60 petrol and ethyl acetate (1:1 v/v) there was prepared 6>methox v- 1 H>i nda2ole- 3-carbaldehvde as a 
light brown solid, LC-MS (METHOD B): Rj = 2,76 minutes, 1 77 (M+H)+ 



25 
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(g) 4-Phenvl-lH-pvra20le-3-carbaldehvde 




OHC 



By proceeding in a similar manner to Reference Example 6(a) above but using (4-phenyl-lH-pyrazol-3- 
yl>methanol [Reference Example 25(f)] with acetone as the solvent, a reaction temperature of 60''C for 
2 hours, and subjecting the reaction product to flash column chromatography on silica eluting with a 
mixture of dichloromethane and methanol (49:1, v/v) there was prepared 4-phenyl- \ M-pyrazole-B- 
carbaldehvde as a white solid. LC-MS(METHOD B): Ry = 2.76 minutes; 213 (M+H)"^. 



(h) 5-Chloro- 1 H-i ndazole-.^-carfaaldehvde 



CHO 




10 

By proceeding in a similar manner to Reference Example 6(a) above but using (5-chloro-lH-indazol-3- 
yl)-methanol [Reference Example 25(d)] with a mixture of dichloromethane and tetrahydrofuran as 
solvent, heating at reflux temperature and subjecting the reaction product to flash column 
chromatography on silica eluting with a mixture of hexane and ethyl acetate (1:1, v/v) there was 
15 prepared 5-chloro-lH-inda2ole-3-carbaldchvde as a pale brown solid. LC-MS (METHOD B): Rj = 

2.89 minutes, 1 8 1 (M+H)+. 

(i) 3-Fonnvl-pvra2ole-4^arboxvlic acid ethvl ester 

'^-^OEt 
OHC J 

20 By proceeding in a manner similar to Reference Example 6(a) above but using 3-hydroxymethyl-l H- 
pyrazoIe-4-carboxylic acid ethyl ester [Reference Example 41(a)] there was prepared 3-formvl- 
pvrazole-4-carboxvlic acid ethvl ester as a brown solid, LC-MS (METHOD B): Rj = 2.65 minutes; 

169(M+H)+ 
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(j) 3-Fomivl-pvrazole-4-carboxvHc acid isooropvlamide 




NHCHCCHj)^ 



By proceeding in a manner similar to Reference Example 6(a) above but using 3-hydroxyntjethyl-lH- 
pyrazole-4-carboxyiic acid isopropylamide [Reference Example 41(b)] there was prepared 3-formyl: 
5 pvrazole-4-carboxvlic acid isopropvlamide as a waxy orange solid. LC-MS (METHOD B): R7= 2.7 

minutes; 182(M+H)+. 



(k) 3-Formvl-S-methvl-pvra»>le-4-carboxv lic acid ethvl ester 

O. 

"^^OEt 

OHC. 



10 By proceeding in a manner similar to Reference Example 6(a) above but using 3-hydroxymethyl-5- 
methyl-lH-pyra2ole-4-carboxylic acid ethyl ester [Reference Example 4l(c)l there was prepared 3- 
formvl-5-methvl-pvra2ole>4-carboxvlic acid ethvl ester as a white solid. LC-MS (METHOD B): Rt = 

2.80 minutes; 183 (M+H)"*". 
15 (I) 1 //-indazole-3-carbaidehvde 

CHO 




H 

By proceeding in a manner similar to Reference Example 6(a) above but using (li/-inda2ol-3-yl)- 
methanol [Reference Example 25(g)] with acetone as the solvent and carrying out the reaction at reflux 
temperature for 16 hours there was prepared 1 //-indazolc-3>carbaldehvde as a yellow solid. 
20 LC-MS [METHOD B]; Rj = 2.63 minutes; 147.26 (M+H)+; 145.26 (M-H)'. 



(m) 



4>Nitro-l-(tetrahvdro-Dvran-2-vn-lH-pvra2ole-3-carbaldehvde 
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By proceeding in a manner similar to Reference Example 6(a) above but (i) using [4-nitro-l- 
(tetrahydro-pyran-2-yl)-lH-pyrazol-3-yl]-methanol (663mg, Reference Example 53) and manganese 
(TV) oxide (2.54g) with acetone as the solvent, (ii) carrying out the reaction at eS^'C for 2 hours and 
5 (iii) subjecting the reaction product to flash silica chromatography eluting with a mixture of pentane 
and ethyl acetate (70:30, v/v), there was prepared 4-nitro- 1 -( tetrah vdro-Dvr an'2-vl V 1 H-p vra2ole-3- 
carbaldehyde (191mg) as a pale yellow oil. LC-MS (Method H): Rt = 2.19 minutes, 248.24 

(M+H+Na)+. 

10 (n) 3-Formvl-l H>pvrazole-4>carboxvlic acid (2-methoxv-eth vlVamide 

OHC \-H 

l^V^y OCH3 

H 

By proceeding in a manner similar to Reference Example 6(a) above but using 3-hydroxymethyl-lH- 
pyrazole-4-carboxylic acid (2-methoxy-ethyl)-amide [Reference Example 41(d)] there was prepared 
3-formvl-lH-pvrazole-4-carboxvlic acid (2-methoxv-ethvlVamide (325mg) as a yellow oil. LC-MS 

15 (METHOD By. Rj = 2.13 minutes, 198 (M+H)+ 

(o) 3-Formvl-lH-pvrazole-4-carbQXvlic acid oroDvlamide 

a 

OHC 




By proceeding in a manner similar to Reference Example 6(a) above but using 3-hydroxymethyl-l H- 
20 pyrazole-4-carboxy lie acid propylamide [Reference Example 4 1 (e)] there was prepared 3-fonnyMH- 
pvrazole-4-carboxviic acid propvlamide (4 1 4mg) as an orange oil. IX-MS (METI-IOD B): Rj = 2.42 

minutes, 182 (M+H)-*-. 



10 
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(p) 3-Formvl-lH-Dvra2ole-4-carboxvlic acid ftetrah vdro-ovran-4-vlVamide 

O 

OHC /— N 



u ^ n 



H ' — O 

By proceeding in a manner similar to Reference Example 6(a) above but using 3-hydroxymethyl-lH- 
pyrazole-4.carboxylic acid (tetrahydro-pyran-4.yl)-amide [Reference Example 4 1 (f)] there was 
prepared 3-formvl-lH>pvrazole-4-carboxvlic acid (tetrahvdro -pvran-4-vlVamide {400mg) as a brown 
oil. LC-MS (METHOD N): Rj = 2.34 minutes, 224.3 1 (M+H)+ 

(q) 3-FQnnvUlH'pvra2ole-4-carboxvlic acid cvclop ropvlamide 

OHC V-S 

H 

By proceeding in a manner similar to Reference Example 6(a) above but using 3-hy droxy methyl- 1 H- 
pyrazole-4.carboxylic acid cyclopropylamide [Reference Example 4i(f)] there was prepared 3-formyl- 
lH>Dvrazole-4-carboxvlic acid cvclopropvlamide f 125mg) as a yellow oil. LC-MS (METHOD H): Rj 

IS = 1 .87 minutes, 1 78.3 1 (M-H)". 

REFERENCE EXAMPLE 7 
(a) U(S-Methoxv-lH-benzoimidazol>2-vlVethano1 

C"30\^^^:^N^CH3 

ij^OH 

20 A mixture of 4-methoxy-phenylenediamine dihydrochloride (lOg), sodium L-lactate (iOg) and 

hydrochloric acid (60mL, 4M) was heated at 70°C for 48 hours. The reaction mixture was cooled to 
room temperature, then treated with ammonium hydroxide. The resulting precipitate was filtered and 
dried to give 1 -(5-methoxv- 1 H-ben2oim idazol-2-vlVethanol (5. 14g). 




25 



(b) U(5>Methoxvrl-benzoimidazQleVN prQDanol 
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By proceeding in a similar manner to Reference Example 7(a) above but using 2-hydroxybutyric acid 
>here was prepared WS-methoxv-l-b enzoimidazoleVl-propanoL 

5 REFERENCE EXAMPLE 8 

(a) Dimethylvaleramide 

A solution of dimethylamine hydrochloride (6,76g) and triethylamine (30mL) in dichloromethane 
(lOOmL), under nitrogen and at O^'C was treated dropwisc with valeryl chloride (lOg). After stirring at 
room temperature overnight the reaction mixture was treated with hydrochloric acid (2N) and 
10 dichloromethane. The organic phase was separated, dried over magnesium sulfate and then evaporated 
to give dimethylvaleramide as a clear oil. 

(b) By proceeding in a similar manner to Reference Example 8(a) above but using isovaleryl 
ohlriMHA th^rf> wag pr^pflrp.d dimethylisovalervlamide. 

15 

REFERENCE EXAMPLE 9 

2.3-Diaminopvrazine 

Liquid ammonia (50mL) was introduced into a pressure reaction vessel containing a small lump of ice. 
To this was added copper bronze (1.17g), copper (II) iodide (0.224g) and 2,3-dichloropyrazine (4g). 

20 The sealed reaction vessel was heated at 1 70**C for 48 hours, then cooled to ambient temperature and 
then vented. The reaction mixture was treated with water (75niL) and this mixture was extracted four 
times with diethyl ether (400mL). The combined extracts were evaporated to give 2,3-diaminopyrazine 
as a white solid (0.3g). The aqueous layer was continuously extracted with diethyl ether for 1 8 hours to 
yield a further quantity of 2.3.diaminopvrazine (1 .24g). ^H-NMR [(CD3)2SO]: 8 5.87 (s, 4H), 7. 15 (s, 

25 2H). 

REFERENCE EXAMPLE 10 

1 H-Pvrazole-3-carbaldehvde 

(i) Dry dimethylformamide (77.6mL) was stirred at 80°C while cyanuric chloride (26.6g) was added 
30 in portions, whilst keeping the reaction temperature between 80 and 1 10°C The reaction mixture was 
stirred at 100**C for another 30 minutes then cooled and then allowed to stand at room temperature 
overnight. The reaction mixture was filtered to give dimethylvinylaminel 
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(ii) The dimethylvinylamine from (i) was added to dry methanol (260mL) and the mixture was then 
treated with pyruvic aldehyde dimethylacetal {51mL), followed by a solution of sodium methoxide in 
methanol (30%, 8 1 mL), then stirred for 2 hours at ambient temperature, then heated at reflux 
temperature for another hour, then cooled and then filtered/The filtrate was evaporated to give 
l,l-dimethoxy-but-3-en-2-one as a brown oil (96.8g). 

(iii) A stirred solution of l,l-dimethoxy-but-3-en.2-one in water (300mL) was treated dropwise with 
hydrazine hydrate (21 mL). After standing at room temperature overnight the reaction mixture was 
treated with sodium chloride (108g) and the mixture was then extracted with methyl-t-butylether 
(200mL then lOOmL). The combined extracts were dried with magnesium sulfate and then evaporated 
to give lH-pyrazol-3-carbaldehyde dimethyl acetal as a light brown oil (18.47g). 

(iv) A solution of lH-pyra2ol-3-carbaldehyde dimethyl acetal in water (85mL) was treated with glacial 
acetic acid (3.7mL). After two days the mixture was filtered to give I H-pvrazole-3>cart>aldehvde (1 .3g) 
as a light brown solid. 

REFERENCE EXAMPLE 1 1 
2-f5-£thoxv-iH-pvra2ol-3-vlVl-(2-trimethvlsilanvl-ethoxvmethvlVlH- ben2Qimida2ole 



CH20CH2CH2Si(CH3)3 

Sodium hydride (0. Ig) was added to ethanol (5mL) and the mixture was stirred for ten minutes, then 
treated with 3,3-bis- methanesulfanyl-l-[l-(2-trimelhylsilanyi-ethoxymethyl)-lH-benzoimidazol-2-yl]- 
propenone [0.5g, Reference Example 2(p)l and then heated at reflux temperature for six hours. The 
reaction mixture was cooled, then treated with hydrazine hydrate (1 .27nmiol) and then heated at reflux 
temperature for four hours. The mixture was then evaporated and the residue was triturated with water 
and filtered. The solid was subjected to chromatography on silica gel eluting with ethyl acetate to give 
2-(5-ethoxv- 1 H-Dvra2ol-3-vlVl-f2-trimethvlsilanvl-ethoxvmethvlV IH-bcnzoimidazole as a yellow oil. 

REFERENCE EXAMPLE 12 
2-(5-Methvlsulfanv!-isoxazQi-3-vn- 1 -(trim ethvlsilanvl-ethoxvmethvn 1 H-benzoimidazole 





SCH 



CH20CH2CH2Si(CH3)3 



Hydroxylamine hydrochloride (168mg) was added to a solution of sodium methoxide in methanol 
[prepared by the addition of sodium hydride (122mg) to methanol (SmL)}. The mixture was stirred for 
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ten minutes, then treated with 3,3-bis-methanesulfanyl-l-[I-(2-trimethylsiianyl-ethoxymethyl)-lH- 
benzoimida2ol-2-yl]-propenone [500mg, Reference Example 2(p)l, then heated at reflux for six hours, 
then cooled and then evaporated. The residue was taken up in water and the aqueous mixture was 
extracted with ethyl acetate. The extracts were dried and evaporated. The residue was subjected to 
5 chromatography on silica eluting with methylene chloride to give 2-(5-methyls ulfanvl-isoxa2ol-3-vl)- 1 - 
(trimethvlsilanvl-ethoxvmethvniH-benzoimidazole (0. 16 g) as a colourless oil. 

REFERENCE EXAMPLE 13 
l-r6-Chloro-5-methvUU2-trimethvlsilanvl-ethoxvmethylVlH-benzoimida2ol-2-v l% 3-methvlsulfanvU 
10 3-morpholin- j -yl-prop?npne 



o 



CI 




\:H20CH2CH^Si(CH3)3 



A solution of l-[6-chloro-5-methyl-l-(2-trimethylsilanyl-ethoxymethyl)-lH-ben2oimidazol-2-yl]- 3,3- 
bis-meihanesulfanyl-propenone [800mg, Reference Example 2(q)] in morpholine (3mL) was heated at 
PS^'C for 2 hours and then evaporated to give l-f6-chloro-S-methvl-l-( 2-trimethvlsilanvl- 
15 ethoxvmethvlVlH-benzoimidazol-2-vn- 3-methvlsulfanvl-3-morpholin -l-vl-propenone. 



REFERENCE EXAMPLE 14 



2-Chloromethvl-thioDhene 



XHjCl 

20 To a three-necked flask fitted with stirrer bar, pressure equalizing dropping funnel and inlet/outlet 
adapter was added thiophene (lOmL) and aqueous hydrochloric acid (5.5mL). Hydrogen chloride gas 
[generated by dropping sulfuric acid (30mL) onto dry sodium chloride (50 g)] was bubbled through the 
reaction mixture with vigorous stirring at O^'C. This mixture was then treated dropwise with 
formaldehyde solution (37%, 1 2.5mL) and stirring was continued for 45 minutes. The phases were 

25 separated and the aqueous phase was extracted three times with diethyl ether (lOmL). The organic 
phases were then washed twice with water (lOmL), then twice with saturated sodium hydrogen 
carbonate (lOmL), then dried over magnesium sulfate and then evaporated. The residue was distilled at 
20 mmHg using a heat gun to give 2-chloromethvl-thioDhene which was used inunediately without 
further purification. 
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REFERENCE EXAMPLE 15 
Bis(methvlthioV3.3-Cben2oimida2ol-2-vn> 1 -prop-2-en-2-one 




5 A mixture of sodium hydride (19.2g) and toluene (400mL), at 80°C, was treated portionwise with 
tertiary-butanol (30.8g). After 2 hours the reaction mixture was cooled to room temperature and 
treated dropwise with a mixture of dimethylformamide (40mL), carbon disulfide (J2mL) and 2-acetyl- 

1- (teirahydropyran-2-yl)-benzoimidazole (51g, Reference Example 16) over 90 minutes. After addition 
the red reaction mixture was stirred at 80**C for 30 minutes, then cooled to room temperature and then 

10 treated with methyl iodide (50mL). This mixture was stirred at 80"C for 30 minutes when a precipitate 
started to form. The reaction mixture was cooled to room temperature and then filtered. The filtrate 
was concentrated to give a viscous red oil, which was dissolved in methanol (300mL). This solution 
was treated with p-toluenesulfonic acid (2g) and water (4mL), then heated at reflux temperature for 13 
hours and then cooled in an ice-bath. The resuhing solid was filtered and then washed with isopropyl 

15 ether to give bisrmethvlthioV33>fben2oimida2ol>2-vlVl-Dro p>2-en»2-one ( 1 1 .2g), m.p. 224°C. 

REFERENCE EXAMPLE 16 

2- Acetvl-Wtetrahvdropvran-2-vn-ben2oimidazole 




20 Dihydropyran (20.5mL) as added dropwise to a solution of 2-acetylben2oimida2ole (32g) and 

p-toluenesulfonic acid (2g) in dichloromethane (280mL) at reflux. The reaction mixture was stirred at 
this temperature for 24 hours, then cooled and the insoluble materials were filtered off. The filtrate 
was concentrated to give 2-acetvl-l-ftetrahvdroDvran-2-vlVben2oimidazole as an amber oi 1 (5 1 .8g). 
TLC: (dichloromethane:methanol, 97:3) Rp = 0.80. 

25 



REFERENCE EXAMPLE 17 
(a) 4.5.6.7-Tetrahvdro-LH-indazole>3-carboxvlic acid 
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A solution of 4,5,6,7-tetrahydro-lH-indazole-3-carboxylic acid ethyl ester [0.606g, Reference Example 
J 8(a)] in methanol (50m!) was treated with sodium hydroxide (0.500g). The mixture was relluxed for 
16 hours, then cooled and then evaporated. The residual white solid was treated with hydrochloric acid 
5 (30ml, 2N) and the resulting solution was extracted three times with ethyl acetate (50mi). The 
combined organic extracts were dried over sodium sulfate and then evaporated to yield 4,5,6,^: 
tetrahvdro-lHHndazole>3-carboxvlic acid (0.424g) as a white solid. LC-MS (METHOD B): Rt=2.44 

minutes; 167 (M+H)+ 
10 (b) 5-lsoDroDvl- 1 H-pvrazole-3>carboxvlic acid 

CH(CH3), 



HO, 




By proceeding to a manner similar to Example 1 7(a) above but using 5-isopropyl-l H-pyrazole-3- 
carboxylic acid ethyl ester [Reference Example 18(b)], there was prepared 5-isopropYM H>pvrazole-3 . - 
carboxvlic acid as a white solid (0.973g) which was used without fiirther purification. 
1 5 LC-MS (METHOD B): Rt=2.43 minutes; 1 55 (M+H)"^. 



(c) S>EthvMH-Pvrazole-3-carboxvlic acid 

CH,CH, 




By proceeding in a manner similar to Reference Example 17(a) above, but using 5-ethyl-lH-pyrazole- 
20 3-carboxylic acid ethyl ester [Reference Example 18(c)], there was prepared 5-ethyM H^pyrazoleO- 
carboxvlic acid as a white solid. LC-MS (METHOD B): Rx=2.34 minutes; 141 (M+H)"^. 



3-/gr/-ButvloxvmethvMH-pvra2ole-4-carboxvlic acid 
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*BuOCH 




By proceeding in a manner similar to Reference Example 17(a) above, but using 3-terh 
butyloxymethyMH-pyra2ole-4-carboxylic acid ethyl ester [Reference Example 42], there was prepared 
-l-/cr/-butvloxvmethvl-l H«pvrazole-4-carboxvlic acid as a white solid which was used without fiirther 
5 purification. LC-MS (METHOD B): R'i«2.75 minutes; 199 (M+H)+ 

(e) 1 .4.6.7-Tetrahvdro-pvranol4.3-c1pvra2ole-3'Carboxvlic acid 




By proceeding in a manner similar to Reference Example 1 7(a) above but using 1,4,6,7-tetrahydro- 
10 pyrano[4,3-c]pyra7ole-3-carboxylic acid ethyl ester [Reference Example 1 8(e)] there was prepared 
L4.6.7-tetrahvdro-pvranQf4.3-c1pvrazole-3-carboxvlic acid (261 mg) as a white solid. LC-MS 

(METHOD B): Rj = 1.98 minutes, 169 (M+H)+. 

(f) 1 .4.S.6-Tetrahvdro-cvclopchtapvrazole-3-carboxvl ic acid 




By proceeding in a manner similar to Reference Example 17(a) above but using 1,4,5,6-tetrahydro- 
cyclopentapyrazole-3-carboxylic acid ethyl ester [Reference Example 1 8(f)] there was prepared 
1.4.S.6-tetrahvdro-cvclopentapvrazole-3-carboxvlic acid (0.64 Ip) as a white solid. LC-MS (METHOD 

B): Rt = 2. 1 3 minutes, 1 53.22 (M+H)+ 

20 

REFERENCE EXAMPLE 18 
(a) 4.S.6.7-Tetrahvdro-l H-inda2ole-3-carboxvlic acid ethvl ester 
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10 




A solution of oxo-(2-oxo-cyclohexyl)-acetic acid ethyl ester (7,5g, Reference Example 19(a)] in acetic 
acid (1 50ml) was treated dropwise with hydrazine monohydrale (1.65ml). The mixture was refluxed 
for 8 hours, then cooled and then evaporated. The residue was partitioned between ethyl acetate 
(200ml) and saturated sodium bicarbonate solution {200ml) and the organic layer was dried over 
sodium sulfate and then evaporated. The residual orange oil was subjected to flash column 
chromatography on silica eluting with a mixture of ethyl acetate and hexane (1: 1, v/v) to give 4,5,6,7- 
tetrahvdro-lH-indazole-3-carboxvlic acid ethvl ester (606mg) as an orange oil which solidified on 
standing. LC-MS (METHOD B): Rj =2,79 minutes; 1 95 (M i H)+. 

(b) 5'IsoDropvMH-Dvra2ole"3-carfaoxvlic acid ethvl ester 

CH(CH3)2 




O 



By proceeding to a manner similar to Reference Example 18(a) above but using 5-methyl-2.4-dioxo- 
hexanoic acid ethyl ester (2.00g, Reference Example 19(b)] there was prepared 5Hsopropyl-lH- 
1 5 pvrazole-3-carboxvlic acid ethvl ester as a light yellow oil which was used without further purification. 
LC-MS (METHOD B): Rt=2.79 minutes; 183 (M+H)+. 



(c) 5-Ethvl-iH-pvrazole'3-carboxvlic acid ethvl ester 

CHjCHjOs 




CHjCHj 



20 By proceeding in a manner similar to Reference Example 18(a) above, but using 2,4-dioxo-hexanoic 
acid ethyl ester [Reference Example 19(c)], and subjecting the reaction product, an orange oil, to flash 
chromatography on silica eluting with a mixture of ethyl acetate and hexane (8: 1, v/v), there was 
prepared 5-€thvl-IH-pvrazole-3-carboxvlic acid ethvl ester as a yellow oil. LCrMS (METHOD B): 

RX=2.64 minutes; 169 (M+H)t 



15 
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(d) 1.4.6.7-Tetrahvdro-Dvra2olof4.3-clpvridine-3.S-dicarfaoxvlic a cid 5-/er/-butvl ester 3-ethvl 



ester 



O ^^OEt 



5 By proceeding in a manner similar to Reference Example 18(a) above, but using 3-ethoxyoxalyM-oxo- 
piperidine-l-carboxylic acid tert-butyl ester [Reference Example 19(d)J, there was prepared . l . ,4,6,7- 
tetrahvdro-Dvra2olo[4,3-c1nvridineO.S-dicarboxvlic ^ rAA S-/grNbutvi ester 3-ethvl ester as a yellow oil. 

LC-MS (METHOD B): Rt=2.73 minutes; 296 (M+H)"^. 

10 (e) 1.4.6.7-Tetrahvdro-Dvranol4.3-clDvrazo1e-3-car boxvlic acid ethvl ester 

O- 




o 

By proceeding in a manner similar to Reference Example 1 8(a) above but using tetrahydro-4H-pyran. 
4-one there was prepared L4.6.7-tetrahvdro-Dvrano[4.3-clpvraz oie-3-carboxvlic acid ethvl ester 
(385mg) as a white solid. LC-MS (METHOD B): Rj 2.43 minutes, 197 (M+H)+. 

(f) 1,4.5.6-tetrahvdro-cvcloDentaDvrazoleO-carboxvlic acid ethvl ester 




O 



By proceeding in a manner similar to Reference Example 1 8(a) above but using oxo-(2-oxo- 
cyclopcntyO-acetic acid ethyl ester [Reference Example 19(e)] there was prepared l,4,S,6-tetrahydro> 
20 cvc1oDentapvrazole-3-carfaoxvlic acid ethvl ester (2.06g) as a yellow solid. LC-MS (METHOD B): Rj 

= 2.56 minutes, 185 (M+H)+ 



RRFERENCE EXAMPLE 19 
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(a) Oxo-fl-oxo-cvclohcxvlVacetic acid ethvl ester 




A solution of sodium ( 1.75g) in ethanol (lOOmI) was treated with a mixture of diethyl oxalate (9.41ml) 
and cyclohexanone (7. 18ml). The mixture was heated to 60®C for 5 hours then cooled and then 
5 evaporated to yield oxo-(2-oxb-cvclohexvlVacetic acid ethvl ester as a brown foam ( 1 6,635g). LC-MS 

(METHOD B): Rj = 3. 1 0 minutes; 1 97 (M-H)". 



(b) 5-Methvl-2.4-dioxo-hexanoic acid ethvl ester 




10 



d o 

By proceeding to a manner similar to Example 19(a) above but using 3-methyl-2-butanone there was 
prepared 5-methvl-2.4-dioxo-hexanQic acid ethvl ester as a white solid. LC-MS (METHOD B): Rj = 

3,47 minutes; 1 87 (M+H)+ 



15 (c) 2.4-Dioxo-hexanoic acid ethvl ester 




20 



O O 

By proceeding in a manner similar to Reference Example 19(a) above, but using 2-butanone, there was 
prepared 2.4-dioxo-hexanoic acid ethvl ester as a brown oil which was used without further 
purification. LC-MS (METHOD B): Rj = 3.28 minutes; 173 (M-*-H)+. 

(d) 3-Ethoxvoxalvl-4-oxo-piDeridine-l-carboxvlic ac id tert-butvl ester 

0 0 

.OEt 




O^Bu 
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15 



By proceeding in a manner similar to Reference Example 19(a) above, but using N-Boc piperidone, 
there was prepared 3-ethoxvoxalvM-oxo-piperidine-l-carboxvlic aci d tert-butvl ester as a brown oil 
which was used without further purification. LC-MS (METHOD B): Rt=3.43 minutes; 244 (!VI-tBu)+ 

(e) Oxo-Q-oxo-cyclopentvlVacetic acid ethyl ester 



By proceeding in a manner similar to Reference Example 19(a) above but using cyclopentanone there 
was prepared Qxo-(2-oxo>cvclopentvl Vacetic acid ethvl ester (9.99g) as a yellow solid. LC-MS 
(METHOD B): Rj = 3. 1 2 minutes, 1 85 (M+H)"^. 

REFERENCE EXAMPLE 20 
(a) 3>Formvl-5-methoxv-indazole-l-carboxvlic acid /gr/-butvl ester 



A solution of 5-methoxy-3-(2-methoxycarbonyl-vinyl)-indazole-l-carboxylic acid /cr/-butyl ester 
[282mg, Reference Example 21(a)] in tetrahydroftiran (4ml) and water (1 .5ml) was treated with a 
solution of osmium tetroxide in water (54^iL, 4wt%) and sodium periodate (400mg). The reaction 
mixture was stirred at ambient temperature for 16 hours and then filtered. The filtrate was evaporated 
and the residue was partitioned between ethyl acetate and water. The organic layer was dried over 
magnesium sulfate and then evaporated. The residue was subjected to flash column chromatography 
on silica elating with a mixture of ethyl acetate and petrol (1:9, v/v) to yield 3-formvl-5-methoxv- 
indazole-l-carboxvlic acid ier/-butvl ester (I62mg) as a white solid. LC-MS (METHOD B): R7= 2.97 

minutes; 277 (M+H)"*-. 





CHO 



(b) 4>Fluoro-lH-inda2ole-3-carbaldehvde 
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By proceeding in a manner similar to Reference Example 20(a) but using 4-fluoro-3-(2- 
methoxycarbonyl-vinyl)-indazole-l-carboxylic acid /er/-butyl ester [Reference Example 21(b)] there 
was prepared 4-fluoro-lH-inda2ole-3-carbaldehvde as a light brown solid. LC-MS (METHOD B): Kj 

5 = 2.63 minutes; 1 65 (M+H)+. 



(c) 4.ChlQro-3-formvi"indazole-l-carboxvlic acid /gr/-butvi ester 




By proceeding in a manner similar to Reference Example 20(a) but using 4-chIoro-3-(2- 
10 methoxycarbonyl-vinyl)-indazole-l-carboxylic acid /fir/-butyl ester [Reference Example 21(c)] there 
was prepared 4-ch]oro-3-formvi>indazole-l-carboxvlic acid ierhbutvl ester (0.217g) as a brown oiL 
LC-MS (METHOD B): Rt= 3.49 minutes; 283 (M+H)+. 



id) 



S'Ethoxv-3-formvl-inda2ole-l-carboxvlic acid /gr/-butvl ester 

PRO 

EtO> 




15 

By proceeding in a manner similar to Reference Example 20(a) but using 5-ethoxy-3-(2- 
methoxycarbony|.vinyl)-indazole-l-cari)oxylic acid tert-huty] ester [Reference Example 21(d)] there 
was prepared S-ethoxv-3-formvlMndazQle-l-carboxvlic acid /gr /-butvl ester as a brown oil. TLC(ethyl 
acetate:hexane. 1:9, v/v): Rp^ 0.25. NMR (400MHz. CDCI3): 5 1.38(3H, t), 1.67(9H, s), 4.05(2H, 
20 q), 7.12(1H, d), 7.60(1H. s). 7.98(1H, d), 10.20(1H. s). 
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15 
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REFERENCE EXAMPLE 2 1 
(a) 5-MethoxV'3-(2-methoxvcarbonvl'Vinvn-indazole-I-carboxviic acid te rf-butwl ester 



A solution of 3-iodo-5-methoxy-inda2ole-l-carboxylic acid /£rr/-butyl ester [O.SOOg, Reference 
Example 22(a)] in dioxane (15ml) and under an atmosphere of nitrogen was treated with triethylamine 
(1 .86ml) followed by methyl acrylate (1 .20ml), triphenylphosphine (0. 105g), and palladium (II) acetate 
(60mg). The resulting mixture was heated at 50^C for 16 hours, then cooled to ambient temperature 
and then evaporated. The residue was partitioned between ethyl acetate and water. The organic layer 
was washed with brine, then dried over magnesium sulfate and then evaporated. The residue was 
subjected to flash column chromatography on silica eluting with a mixture of ethyl acetate and 40/60 
petrol (1:9, v/v) to yield 5>methoxv-3-(2-methoxvcarbonvl-vin vH-indazole - 1 -carboxvl ic acid fgr/-butvl 

ester (282mg), LC-MS (METHOD B): Rj=3.33 minutes; 333 (M+H)+. 

(b) By proceeding in a manner similar to Reference Example 2 1 (a) but using 4-fluoro-3-iodo- 
indazole-l-carboxylic acid /er/-butyl ester [Reference Example 22(b)] there was prepared 4-fluoro-3- 
f2-methoxvcarbonvl-vinvlVindazo!e>l-carboxvlic acid terr-butvl ester as a light brown solid. 

LC-MS (METHOD B): Rt=3.39 minutes; 321 (M+H)+ 

(c) By proceeding in a manner similar to Reference Example 21(a) but using 4-chloro-3-iodo- 
indazole-l-carboxylic acid /€r/-butyl ester [Reference Example 22(c)] there was prepared 4-chloro-3- 
f2-methoxvcarbonvl-vinvn'indazole-l-carboxvlic acid tert-hutv] ester as a brown solid. 

LC-MS (METHOD B): Rt=3.48 minutes; 339 (M+H)+. 

(d) By proceeding in a manner similar to Reference Example 2 1(a) but using 5-ethoxy-3-iodo- 
indazole-l-carboxylic acid /crt-butyl ester [Reference Example 22(d)] there was prepared 5^thoxy-3- 
f2-methoxvcarbonvl-vinvn-inda2ole"l-carboxvlic acid terf-butvl ester as an off-white solid. LC-MS 

(METHOD B): Rt= 3.41 minutes; 347 (M+H)+. 



CH3O- 
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REFERENCE EXAMPLE 22 
(a) 3-Iodo-5-metlioxv-iiidazole-l-caiboxvlic ao iH fgr/-hutvl ester 



CH,0 




X, 



^0C(CH3), 

A solution of 3-iodo-5-methoxy-l H-indazole [1 .48g, Reference Example 23(a)] in acetonitrile (6ml) 
5 was treated with triethylamine (0.98ml) and N,N-dimethyiaminopyridine (0. 1 32g). The mixture was 
cooled to 0°C then treated with a solution of di-/e/7-butyI dicarbonate (1.41g) in acetonitrile (6ml). 
After stirring for 1 hour at ambient temperature the reaction mixture was evaporated and the residue 
was partitioned between ethyl acetate and water. The pH was adjusted to 2 and the organic layer was 
dried over magnesium sulfate and then evaporated. The residual orange oil was subjected to flash 
10 column chromatography on silica eluting with a mixture of ethyl acetate and petrol (1 :4, v/v) to yield 3i 
iodo>5-methoxv-indazole-l-carboxvlic acid tert-b\xiv\ ester (1.72g) as a yellow solid. 
LC-MS (METHOD B): Rj 3 45 minutes; 375 (M i H)+. 

(b) 4>Fluoro-3-iodo-indazole-l«carboxvlic acid ferNbutvl ester 

T 




0'^^0C(CH3), 
15 

By proceeding in a rranner similar to Reference Example 22(a) above but using 4rfluoro-3-iodo-lH- 
indazole [Reference Example 23(b)] there was prepared 4-fluoro-3-iodo-indazole -l ^arboxvlic acid 
fer/-butvl ester as a light brown solid. LC-MS (METHOD B): Rj^ 3.48 minutes; 363 (M+H)+ 

20 (c) 4-Chloro-3-i6do-indazole-l-carboxvlic acid ferf-butvl ester 

Cl I 
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By proceeding in a manner similar to Reference Example 22(a) above but using 4-chloro-3-iodo-lH- 
indazole [Reference Example 23(c)] there was prepared 4-chioro-3-iodO'indazol e-1 -carboxvlic acid 
/gr/-butvlester asa brown solid. LC-MS (METHOD B): Rt= 3.39 minutes; 381 (M+H)*^, 

5 (d> 5-Ethoxv-3-iodo-indazole-l-carboxvlic acid /gr/-butvi ester 

I 

EtO> 



10 



20 




O^^OC(CH3)3 

By proceeding in a manner similar to Reference Example 22(a) above but using 5-ethoxv-3-iodo-l H- 
indazole [Reference Example 23(d)] there was prepared 5-ethoxv-3-iodo-indazo te-l>carboxvlic acid 
/gr/-butvl ester as an off-white solid. LC-MS (METHOD B): Rj = 3.49 minutes; 389 (M+H)+. 

REFERENCE EXAMPLE 23 
(a) 3-Iodo-5-methoxv-lH-indazole 

J 

CH30> 




A solution of 5-methoxy-IH-indazoIe [0.8 15g, Reference Example 24(a)] in dimethyl formamide (8ml) 
IS was treated with iodine (2.80g) and potassium hydroxide (1 . i6g). The mixture was stirred at ambient 
temperature for 1 hour then poured into 10% aqueous sodium bisulfite solution (200ml) and then 
extracted three times with ethyl acetate. The combined organic extracts were washed with water, then 
with brine, then dried over magnesium sulfate and then evaporated to yield 3-iodo-5-methoxv- 1 H- 
indazole ( 1 .48g) as a yellow solid. LC-MS (METHOD B): Kj = 2.96 minutes; 275 (M+H)+ 



(b) 4-Fluoro-3-iodQ-l H-indazole 




By proceeding in a manner similar to Reference Example 23(a) above but using 4-fluoro-lH-indazole 
[Reference Example 24(b)J there was prepared 4-fluoro-3-iodo- 1 H-indazole as a red solid. 
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3.06 minutes; 281 (M+H)"*". 



PCT/GB02/04763 



(c). 4-Chloro-3-iodo-lH-indazole 




By proceeding in a manner similar to Reference Example 23(a) above but using 4-chloro-lH-indazoIe 
[Reference Example 24(c)] there was prepared 4-chloro»3-iodo-lHMnda2ole as a light brown solid. 
LC-MS (METHOD B): Rt= 2.97 minutes; 263 (M+H)"*-. 

(d) S-Ethoxv.-3-iodQ-lH-indazole 

T 




By proceeding in a manner similar to Reference Example 23(a) above but using 5-cthoxy-lH-indazole 
[Reference Example 37] there was prepared 5-ethoxv-3-iodo- i H-indazole as a light brown solid. 
LC-MS (METHOD B): Rt= 2.97 minutes; 263 (M+H)+ 



REFERENCE EXAMPLE 24 

(a) 5-Methoxv- 1 H-indazole 




A solution of 4-methoxy-2-methylaniline (2ml) in dichloromethane (lOmi) was treated with 
triethylamine (3.27ml). The mixture was cooled to 0°C then treated with acetic anhydride (2.38ml), 
then stirred at ambient temperature for Ihour, then cooled to 0°C when a pink solid precipitated. This 
solid was Altered, then washed with cold dichloromethane and then dissolved in acetic acid (55ml) and 
concentrated hydrochloric acid (20ml). This solution was cooled to — 5*^C, then treated with a solution 
of sodium nitrite (2.68g) in water (20ml), then stirred at that temperature for 1 hour and then treated 
with water (100ml). This mixture was stirred vigorously at 0**C for 10 minutes after which a yellow 
solid precipitated. This solid was filtered, then washed with water and then dissolved in toluene 
(J 3ml). This solution was heated to 80^C for 1 .5 hours, then cooled and then washed with aqueous IN 
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sodium carbonate solution. '! he organic phase was extracted three times with aqueous 2N hydrochloric 
acid and the acid extracts chilled and then made alkaline by addition of aqueous 5N sodium hydroxide 
solution. The aqueous layers were extracted three times with ethyl acetate and the combined organic 
layers were dried over magnesium sulfate and then evaporated to yield 5-methoxy- 1 H-indazole 
5 (0.410g>as a yellow solid. LC-MS (METHOD B): Rj = 1 .32 minutes; 149 (M+H)+ 

(b) 4-Fluoro-l H-indazole 



F 




To tetrafluoroboric acid (8.2ml, 48 wt % in water) was added 3-fluoro-2-melhylaniline (2.27ml). The 
10 mixture was cooled to O^^C when a precipitate formed which was redissolved by the addition of water 
(8ml): A solution of sodium nitrite (1.38g) in water (2.7ml) was then added dropwise and the mixture 
was then allowed to warm to ambient temperature and then stirred for a further I hour. The 
precipitated solid was filtered, then washed with diethyl ether, and then dried under suction for 30 
minutes. The resulting tetraflucroborate salt was added to a suspension of potassium acetate (3.92g) 
15 and 1 8-crown-6 (0.264g) in chloroform (45ml). After stirring for 3 hours at ambient temperature the 
bright orange mixture was filtered and the insoluble material was washed with dichloromethane, then 
subjected to flash column chromatography on silica eluting with a mixture of 40/60 petrol and ethyl 
acetate (3: 1 v/v) to give 4-fluoro-iH-indazole (0.675g) as an off-white solid LC-MS (METHOD B): 

Rj- 2.70 minutes; 137 (M+H)"*". 

20 

(c) 4-Chloro-l H-indazole 




By proceeding to a manner similar to Reference Example 24(a) above but using 3-chloro-2- 
methylaniline, there was prepared 4-chloro-l H-indazole as a red solid (0.807g) which was used without 
25 further purification. LC-MS (METHOD B): Rt= 2.90 minutes; 1 55 (M+H)+. 



REFERENCE EXAMPLE 25 
(a) ( 5-fluoro- 1 H-indazol-3-vl Vmethanol 
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CHjOH 



F 



N 



A solution of 5-fluoro-lH-indazole-3-carboxylic acid [0.680g, Reference Exanjple 26(a)] in anhydrous 
letrahydrofuran (15ml), at 0°C, was treated portionwise with lithium aluminium hydride (0.7 16g), then 
stirred for 2 hours at ambient temperature and then treated with saturated aqueous sodium sulfate. The 
reaction mixture was acidified by addition of hydrochloric acid (IN) and then extracted three times 
with ethyl acetate (30ral). The combined organic extracts were dried over magnesium sulfate and then 
evaporated. The residual dark brown oil was subjected to flash column chromatography on silica 
eluting with a mixture of 40/60 petrol and ethyl acetate ( 1 : 1 to 1:3 v/v) to yield f 5>fluoro~ lH-indazol-3- 
vlVmethanol (0.144g) as a brown solid. LC-MS (METHOD B): Rx= 2.40 minutes; 167 (M+H)+. 

(b) (6-Fluoro- 1 H-inda2ol-3-vIVmethanol 



By proceeding in a manner similar to Reference Example 25(a) above but using 6-fluoro-lH-indazole- 
3-carboxylic acid [Reference Example 26(b)] there was prepared ( 6-fluoro- 1 H-i ndazol-3-vn-methanol 
(0.265g) as a dark grey solid. LG-MS (METHOD B): Rx= 2.40 minutes. 165 (M-H). 

(c) f 5-MethvM H-indazol-3-vlVmethanol 



By proceeding in a manner similar to Reference Example 25(a) above but using 5-methyl-lH-indazole- 
3-carboxylic acid [Reference Example 26(c)] there was prepared f5>methvl«lH"indazol-3 -vn-methanol 
(0.5 l lg) as a brown oil. LC-MS (METHOD B): Rj = 2.45 minutes; 163 (M+H)"**. 




CHjOH 




CHfiH 



(d) fS-Chloro-lH-indazol-3*vlVmethanol 
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By proceeding in a manner similar to Reference Example 25(a) above bul using 5-chloro-lH-indazole- 
3-carboxylic acid [Reference Example 26(d)] there was prepared (5-chIoro-lH-inda2ol-3»vtVmethanol 
as a dark brown oil which solidified on standing. LC-MS (METHOD B):Rj= 2.5 1 minutes; 185 

5 (M+Ii)**-. 

(e) (6-Methoxv-lH-indazoU3-vn-methanol 




By proceeding in a manner similar to Reference Example 25(a) above but using 6-mcthoxy-lH- 
10 indazoleO-carboxylic acid [Reference Example 26(e)] there was prepared ( 6-methoxv- 1 H-indazol-3 
vlVmethanol (0.265g) as a brown solid. LC-MS (METHOD B): Rj « 2.37 minutes; J 79 (M+H)+. 



(f) (4-Phenvl- 1 H-pvrazol-3-vlVmethanol 




15 By proceeding in a manner similar to Reference Example 25(a) above but using 4-phenyl- IH-pyrazoIc- 
3-carboxylic acid [Reference Example 47] and subjecting the reaction product to flash column 
chromatography on silica eluting with a mixture of dichloromethane and methanol (9: 1 , v/v) there was 
prepared (4-phenYMH-pvrazol-3-vlVmethanoL LC-MS (METHOD B): Rj^ 2.51 minutes; 175 

(M+H)+ 



(g) ( l/r-indazol-3-vlVmethanol 



CHjOH 
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By proceeding in a manner similar to Reference Example 25(a> above but using indazole-B-carboxylic 
acid and subjecting the reaction product to column chromatography on silica eluting with a mixture of 
a mixture of w-hexane and ethyl acetate (1:1) to ethyl acetate there was prepared (l//>indazol-3-Y])- 
methanol as a pale yellow solid. LC-MS (METHOD B): Rj = 3.17 minutes; 149.2 1 ([M+H]"^. 

REFERENCE EXAMPLE 26 
(a) 5-Fluoro* IH-indazole-3-carboxvlic acid 



CO,H 




A solution of 5-fluoroisatin (2g) and sodium hydroxide (0.509g) in water (20ml) was heated to 50**C 
10 for 30 minutes, then cooled and then treated with sodium nitrite (0.836g). This mixture was added 
over 10 minutes to a solution of concentrated sulfuric acid (2.26g) in water (200mi), at 0**^ whilst 
maintaining the temperature below S^'C. After a further 15 minutes a solution of tin (II) chloride 
(5.51g) in concentrated hydrochloric acid (10.5ml) was added and the resulting mixture maintained at 
S^'C tor a further 30 minutes. The mixture was then stirred for a fiarther 1 hour whilst warming to 
15 ambient temperature then filtered. The light brown paste was dissolved in ethyl acetate and the 
solution was dried over magnesium sulfate and then evaporated to yield S-fluoro- 1 H-i ndazole-3- 
carboxvlic acid (0.863g) as a light brown solid which was used without further purification. 
LC-MS (METHOD B): Kj = 2.5 1 minutes; 1 8 1 (M+H)"*". 

20 (b) 6-Fluoro-l H-indazole-3rcarboxvlic acid 




By proceeding in a manner similar to Reference Example 26(a) above but using 6-fluoro-l H-indole- 
2,3-dione [Reference Example 27(a)] there was prepared 6-fluoro- 1 H- indazoler3-carboxvlic acid 
(L962g) as a light brown solid. LC-MS (MEFHOD B): Rj- 2.50 minutes; 181 (M+H)+ 

(c) 5-MethvM H-indazole>3rcarfaoxvlic acid 
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COjH 



By proceeding in a manner similar to Reference Example 26(a) above but using 5-methyl isatin there 
was prepared 5>methvl- 1 H-indazole-3>carfaoxvl ic actd as a light brown solid. LC-MS (METHOD B): 
Rj = 2.53 minutes; 1 77 (M+H)"*". 



10 



(d) 5-Chloro>lH-inda2ote'3-carboxvlic acid 




COjH 



By proceeding in a manner similar to Reference Example 26(a) above but using 5-chloro isatin there 
was prepared 5-chloro- 1 H-indazole-3-carboxvlic acid as a light brown solid. LC-MS (METHOD B): 
R7= 2.58 minutes; 171 (M+H)^. 



(e) 6-Methoxv-IH-indazole-3-carboxviic acid 




By proceeding in a manner similar to Reference Example 26(a) above but using 6-methoxy-lH-indole- 
15 2,3-dione [2.50g, Reference Example 27(b)J there was prepared 6-nnethoxv-iH -inda2ole-3-carboxvlic 
acid a s a light brown solid. LC-MS (METHOD B): Rj = 2.45 minutes; 193 (M+H)+ 



20 



REFERENCE EXAMPLE 27 
(a) 6-Fluoro-lH-indole-2.3-dione 



To vigorously stirring polyphosphoric acid (lOOg) at 75*C was added N-(3-fluoro-phenyl)-2- 
hydroxyimino-acetamide [10.304g, Reference Example 28(a)] portionwise over 30 minutes. The 
resulting mixture was stirred at 80*C for 15 minutes, then poured into ice, then left to stand for 16 
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hours and then filtered to give a brown paste. 1 he filtrate was extracted four times with ethyl acetate. 
The combined organic fractions were dried over magnesium sulfate and then evaporated. The residue 
and the brown paste from the filtration above were combined and treated with aqueous sodium 
hydroxide ( I N). The mixture was filtered and the filtrate was acidified by addition of aqueous 
hydrochloric acid (2N), The resulting brown solid was filtered and then treated with aqueous sodium 
hydroxide (IN). This mixture was filtered and the filtrate was acidified by addition of aqueous 
hydrochloric acid (2N) and then filtered. The combined acidic aqueous filtrates were extracted four 
times with ethyl acetate, then dried over magnesium sulfate, and then evaporated to give 6-fluoro-lH- 
indole-2.3-dione (1.861gl as a pale orange solid. LC-MS (METHOD B): Rj=2.49 minutes; 166 



10 (M+H)+. 



(b) 6-Methoxv>lH-indole'2.3-dione 




By proceeding in a manner similar to Reference Example 27(a) above but using 2-hydroxyimino->J-(3- 
15 methoxy-phenyl)-acetamide [7.20g, Reference Example 28(b)] there was prepared 6-methoxy-lHr 
indole-2.3-dione as a brown sol id LC-MS (METHOD B): Ry = 2.49 minutes; 1 78 (M+H)+ 



20 



25 



RKFKRFNCE EXAMPLE 28 
(a) N-(3-Fluoro-phenvn-2-hvdroxvimino-acetamide 



^OH 




A mixture of chloral hydrate (0.819g) in water (25ml) was treated with sodium sulfate (5. lOg), 
3-fluoroaniline (0.43ml), concentrated hydrochloric acid (0.3ml), and hydroxylamine hydrochloride 
(0.938g). The mixture was warmed to SO^'C for 2 hours theii allowed to cool and then filtered. The 
solid was washed with water and then dried in air for 16 hours to afford N-^3-fluoro-phenvlV2- 
ftydroxvimino-acetamide f0.756g) as a buff solid. LC-MS (METHOD B): Rt= 2.51 minutes; 181 

(M+H)+. 



(b) 2-Hvdroxvimino-N-f3-methoxv-phenvn-acetamide 



15 
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By proceeding in a manner similar to Reference Example 28(a) above but using m-anisidine (0.5ml) 
there was prepared 2-hvdroxvimino-N-(3-methoxv-phenvlVacetamide as a brown solid. LC-MS 

(METHOD B): Rj^ 2.44 minutes; 195 (M+H)+. 

REFERENCE EXAMPLE 29 

(a) 4-Ethv!-Dhenvlene diamine 

CH,CH2> 




A stirred solution of 5-ethyl-2-nitro-aniline [200 mg, Reference Example 30(a)] and tin chloride (2.75 
10 g> in ethanol (5 ml) was heated in a Smith Creator microwave at i40^C for 10 minutes. The reaction 
mixture was basified to pH 8 by addition of saturated sodium hydrogen carbonate solution and then 
extracted with ethyl acetate. The organic extracts were dried over magnesium sulfate and then 
evaporated to give 4-ethYUphenvlene diamine (140 mg) as a pale orange solid, which was used without 
future purification. MS: 137.2 (M+H)"^, HPLC (METHOD H): Rt = 2.91 minutes. 



(b) 4-Methoxv-5-methvl-benzene> 1 .2-diamine 

CHjO^^^^^^v^^NHj 




CHj^ ^ NHj 

By proceeding in a manner similar to Reference Example 29(a) above but using 4-methoxy-5-methyl-2- 
nitro-phenylamine [582mg, Reference Example 3 l(i)] there was prepared 4-methoxv-5>methvl- 
20 benzene- 1. 2-diamine (454mg) as a light brown solid, LC-MS (Method K): Rj = 2.39 minutes, 1 53.20 

(M+H)+. 

(c) 4-(2-MorDholin-4-vl-ethoxvVbenzene-1.2-diamine 

^O^ ^ ^NH, 

o 




25 By proceeding in a manner similar to Reference Example 29(a) above but using 4-[2-(3,4-dinitro- 

phenoxy)-ethyl]-morpholine [Reference Example 67] there was prepared 4-^2-moroholin-4-vl-ethoxvV 



25 
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benzene-1.2-diamine (llOmu) as a pale brown oil. LC-MS (METHOD N): Rj = 2.2 minutes, 238.21 
(M+H)+. 

REFERENCE EXAMPLE 30 
(a) 4-Ethvl-S-methvl-phenvlene diamine 

T 




A stirred solution of 4-cthyl-5-methyl-2-nitro-aniline [484 mg, Reference Example 31(b)] in methanol 
(20 ml) was treated with tin chloride (5.09 g), then heated at reflux for 16 hours and then cooled to 
ambient temperature. The pH of the reaction mixture was adjusted to pH 8 by addition of aqueous 
10 sodium bicarbonate and then this mixture was extracted with ethyl acetate. The organic extracts were 
dried over magnesium sulfate and then evaporated to give 4-€thvl-5-methvl-phcnvlene diamine (374 
mg) as an off-white solid. LC-MS (METHOD B): Rj = 1.80 minutes; 15J.25 (M+H)+ 

(b) 4-lsopropvl-5-methvl-phenylene diamine . . 



IS 




By proceeding in a manner similar to Reference Example 30(a) above but using 4-isopropyl-5-methyl- 
2-nitro-aniiine [Reference Example 31(c)] there was prepared 4-isopropvl-5-methvUphenviene diamine 
as a light brown solid, LC-MS (Method C): Rj = 3.30 minutes; 165. 16 (M+H)"*". 



20 (c) 4'Bromo-5-methvUphenvlene diamine 

Br 




CHj-^ ^ NH2 

By proceeding in a manner similar to Reference Example 30(a) above but using 4-bromo-5-methyl-2- 
nitro-aniline [Reference Example 31(d)] there was prepared 4-bromo-5-methvl-phenvlene diamine as 

an off-white solid. LC-MS (METHOD B): Rj = 2.63 minutes; 203.22 (M+H)+ 
(d) 4-n-propyl-phenylene diamine 
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CH3CM2CH2 



By proceeding in a manner similar to Reference Example 30(a) above but using 4-n-propyl-2-nitro- 
aniline [Reference Example 31(e)] there was prepared 4-n-proPvi-nhenvlene diamine as an off-white 
solid. LC-MS (METHOD B): Rj = 2.07 minutes, 151.30 (M+H)"*". 

(e) 4--Bromo-phenvlene diamine 




By proceeding in a manner similar to Reference Example 30(a) above but using 4-bromo-2-nitro- 
aniline there was prepared 4-bromo-phenvlene diamine as a yellow solid. LC-MS (METHOD B): Rj 

10 = 1.77 minutes; 187.22 (M+H)+ 



(f) 



3'.4'-diaminobophenvl-3-carbonitrile 




NH, 



NH, 



By proceeding in a manner similar to Reference Example 30(a) above but using 4 -amino-3'-nitro- 
1 5 biphenyl-3-carbonitrile [Reference Example 34(a)] there was prepared 3'.4'-diaminQbophenvl-3- 
carbonitrile as an off-white solid. LC-MS (METHOD B): Rx= 2.72 minutes; 210.3 (M+H)+. 



(g) 4-f pvridine-3-vnbenzene-L2>diamine 




20 By proceeding in a manner similar to Reference Example 30(a) above but using 2-nitro-4-pyridine-3- 
yl-phenylamine [Reference Example 34(b)] there was prepared 4«rpvridine-3-vnben2ene-L2-diamine 
as an off-white solid. LC-MS (METHOD B): Kj = 0.37 minutes; 186.3 {M+H)+ 
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(h) 6-methvlbiphcnvl-3,4"diamine 




By proceeding in a manner similar to Reference Example 30(a) above but using 2-methyI-5-nitro- 
5 biphenyI-4-ylamine [Reference Example 34(c)] there was prepared 6-methvlbiphenvl-3.4-diamine as an 
off-white solid. LC-MS (METHOD B): Kj = 2.36 minutes; 199.25 (M+H)+ 



(i) biphenvl-3.4-diamine 




10 By proceeding in a manner similar to Reference Example 30(a) above but using 3-nitrobiphenyl-4- 
ylamine [Reference Example 34(d)] there was prepared biphenvl-3,4-diamine as a yellow solid. 
LC-MS (METHOD B): Ky = 2.25 minutes; 1 85.3 (M+H)+ 




By proceeding in a manner similar to Reference Example 30(a) above but using 2'-fluoro-3-nitro- 
biphenyI-4-ylamine [Reference Example 34(e)] there was prepared 2-fluorobiphenvl-3.4-diamine as a 
white solid. LC-MS (METHOD B): Rj = 2.73 minutes; 203.3 1 (M+H)+. 



20 (k) 4-ben20f 1 ■31dioxol'5-vlbenzene-L2-diamine 
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NH2 

By proceeding in a manner similar to Reference Example 30(a) above but using 4-ben2o[l,3]dioxo-5- 
yl-2-nitrophenylamine [Reference Example 34(f)] there was prepared 4-ben2of 1 .31dioxol-5-vibenzene- 
1.2-diamine as a white solid. LC-MS (METHOD B): Rj = 2.66 minutes; 229.3 (M+H)"^. 

5 

(I) 2'-methoxybiphenvl-3.4-diamine 

^jTN^OCHj 

' NH2 

By proceeding in a manner similar to Reference Example 30(a) above but using 2'-methoxy-3-nitro- 
biphenyl-4-ylamine [Reference Example 34(g)] there was prepared 2*-methoxvbiphenvl-3.4-diamine as 

10 a white solid. LC-MS (METHOD B): Rj = 2.74 minutes.; 215.33 (M+H)+ 
(m) 4'-chlorobiphenvU3.4-diamine 




By proceeding in a manner similar to Reference Example 30(a) above but using 4*-chloro-3-nitro- 
15 biphenyM-yl-amine [Reference Example 34(h)] there was prepared 4'-chlorobiphenv!-3.4-diamine 
diamine as a white solid. LC-MS (METHOD B): Rj = 2.85 minutes; 219.3 (M+H)+. 

(n) 4'-methvlbiphenvl-3,4-diamine 
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By proceeding in a manner similar to Reference Example 30(a) above but using 4'-methyl-3-nitro- 
biphenyl-4-yl-amine [Reference Example 34(i)] there was prepared 4-methvlbiphenvl-3.4-diamine as a 

white solid. LC-MS (METHOD B): Rj = 2.39 minutes, 199.25 (M+H)+. 
5 (o) 4-benzvloxvben2ene-1.2-diamine 



10 




NTlj 



NHj 

By proceeding in a manner similar to Reference Example 30(a) above but using 4-ben2yloxy-l ,2- 
dinitrobenzene (Reference Example 35(a)] there was prepared 4-ben2ylox vbenzene- 1 .2-diamine as a 
white solid. LC-MS (METHOD B): Kj = 2.34 minutes, 215.33 (M+H)+. 

(p) benzof!.31dioxole'5.6-diamine 

By proceeding in a manner similar to Reference Example 30(a) above but using 5,6-dinitro- 
benzo[l,3]dioxole [Reference Example 56(b)] there was prepared benzoF 1 .31dioxole-5,6-diamine as an 

15 oily solid. LC-MS (METHOD B): Rj = 0.43 minutes, 1 53. 1 8 (M+H)+ 
(q) 4.5-dimethoxyben2ene-L2-diamine 




20 By proceeding in a manner similar to Reference Example 30(a) above but using 4,5-dimethoxy-2- 
nitroaniline there was prepared 4.5-dimethoxvbenzene-L2-diamin(e 
as an oily solid. LC-MS (METHOD B): Rj = 0,43 minutes, 169.24 (M+H)+ 



4.5-diethvlbenzene-L2-diamine 
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CH3CH2 




CH3CH- 



By proceeding in a manner similar to Reference Example 30(a) above but using 4,5 -diethyl -2- 
nitroaniline [Reference Example 31(f)] there was prepared 4.5-diethvlben2ene-1.2-diamine which was 
used without future purification. LC-MS (METHOD B); Rj = 2,21 minutes. 165.24 (M+H)"^. 



By proceeding in a manner similar to Reference Example 30(a) above but using 4-ethoxy-5-ethyl-2- 
10 nitrophenylamine [Reference Example 31(g)] there was prepared 4-ethoxy-5-ethvl-benzene- 1 .2- 
diamine. 

(t) 4-Ethoxv-3-ethvl-phenvlamine 



15 By proceeding in a manner similar to Reference Example 30(a) above but using l-ethoxy-2-ethyl-4- 
nitrobenzene [Reference Example 32(h)] and subjecting the reaction product to chromatography on 
silica gel (heptane, ethyl acetate gradient 25-35%) there was prepared 4'ethoxv-3-€thYl-phenvlamine 
(0.6 g) as an oil. GS-MS one peak, Rf = 7. 1 7 minutes. MS 1 65 (M)"^. 

20 (u) 4-Methoxv-3-methvl-phenvlamine 



By proceeding in a manner similar to Reference Example 30(a) above but using l-methoxy-2-methy!-4- 
nitrobenzene [2.7g, Reference Example 56(a)] there was prepared 4-methoxV'3-methvNphenvlamine 
(2.07g). Rp = 0.5 [ethyl acetate/n-pentane, 1:1, v/v]. 



(s) 



4>ethoxv-5-€thy]-benzene-1.2'diamine 






25 



(V) 



4-Ethoxv-benzcne-l .2-diamine 
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CH3CH2O. 




By proceeding in a manner similar to Reference Example 30(a) above but using 4-ethoxy-2-nitroaniIine 
(1.5g) 4>ethoxv-benzene-L2-diamine ( 1 .02g) as a brown oil. LC-MS (Method J): Rt = 0.50 and 3.88 

minutes, 153.30 (M+H)"^. 

(w) 4-Fluoro-5-methvl-benzene-J.2-diamine 



By proceeding in a manner similar to Reference Example 30(a) above but using 4-fluoro-5-methyl-2- 
nitro-phenylamine [Reference Example 3 1 (j)] there was prepared 4-fluorO'5'methvl-benzene- 1 .2- 

diamine (l.27g) as a yellow solid. LC-MS (METHOD J): Rj = 1.93 minutes, 14 i .25 (M+H)+. 



By proceeding in a manner similar to Reference Example 30(a) above but using 4-amino-N-benzyl-3- 
nitro-benzenesulfonamide [Reference Example 61] there was prepared 3.4-diamtno-N-benzvl- 
benzenesulfonamidc (0.350g) as a yellow film. LC-MS (METHOD K): Kj = 2.87 minutes, 278.28 

(M+H)-*-. 

(y) 4-D i fl uoromethox v-benzene- 1 .2 -diam i ne 



By proceeding in a manner similar to Reference Example 30(a) above but using 4-dif1uoromethoxy-2- 
nitro-phenylamine [Reference Example 3 l(k)] there was prepared 4-difluoromethoxv-ben2ene- 1 .2- 

diamine (2.70g) as a pale brown solid LC-MS (METHOD N): Rj = 2.45 minutes, 175 (M+H)+ 




3.4-Diamino«N-benzy 1 -benzenesul fonamide 
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(z) 4-Ethvl'5-methoxv-ben2ene-1.2-diamine [200 mg. Reference Example 30(z)l 




By proceeding in a manner similar to Reference Example 30(a) but using 5-ethyl>4-melhoxy-2-nitro- 
phenylamine [2.4 g, Reference Example 31(1)] there was prepared 4-ethvl-5-methoxv-bcnzcne-l .2- 
diamine (1.6 g) as a black solid. LC-MS (METHOD I, AMMONIUM ACETATE, 5min): Rj = 3.50 

minutes, 167.17 (M+H)+ 



10 (aa) 3-Ethvf-4-methoxv-phenv!amine 

CH3O 




By proceeding in a manner similar to Reference Example 30(a) but using 5-ethyl-4-methoxy-2-nitro- 
phenylamine [3.6g, Reference Example 31(1)] and carrying out the reaction for 24 hours, there was 
prepared 3-ethvl-4-methoxv-phenvlamine (2.5g) as a brown oil. LC-MS (METHOD J): Rj = 2.04 

15 minutes, 152,2 (M+H)+ 

REFERENCE EXAMPLE 3 1 

(a) 5 'Eth vl -2-n itro-an i I i ne 

C»3CH,.^^^/N0, 
NHj 

20 A stirred solution of sodium metlioxide (0.35 g) in methanol (15 ml) was treated with a solution of 
4-ethyl-2-nitro-A^-acetyl-aniline [Ig, Reference Example 32(a)] in methanol (15 ml). The reaction 
mixture was stirred at room temperature for 24 hours and then poured onto ice-water. The resulting 
precipitate was filtered and then dried to give 5-ethvl-2-nitro-aniline (650 rag). LC-MS (METHOD 

B): Rj = 3.1 1 minutes; 167.2 (M+H)+. 

25 




(b) 4"Ethvl-5-methvl-2-nitro-anilinc 
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By proceeding in a manner similar to Reference Example 3 1(a) above but using 4-ethyl-5-methyl-2- 
nitro-iV-acetyl-aniline [Ig, Reference Example 32(b)] there was prepared 4-ethvl-5-nielhvl>2-nitro> 

aniline as a orange solid LC-MS (N4ETH0D B): Ry = 3.16 minutes; 181.14 (M+H)"*", 



(c) 4-isopropYl-S"methvl-2'nitro-aniline 

(CH3)2CH 




By proceeding in a manner similar to Reference Example 31(a) above but using 4-isopropyl-5-methyl- 
2-nilro-iV-acelyl-aniline [Ig, Reference Example 32(c)] there was prepared 4-isopropvl-5-methvt-2' 

10 nitro-aniline as an orange solid. LC-MS (METHOD B): Rj = 3.26 minutes; 195.3 (M+H)"*". 



(d) 4-bromO'5'methvl-2-nitro-anilinc 




By proceeding in a manner similar to Reference Example 3 1(a) above but using 4-bromo-5-methyl-2- 
15 nitro-yV-acetyl-aniline [Ig, Reference Example 32(d)] there was prepared 4-bromo-5-methvl-2 -nitro- 
aniline as a brown solid. LC-MS (METHOD B): Rj = 3.24 minutes; 231.2 (M+H)"**. 



(e) 4-n-Propvl-2-nitro-aniline 



CH3CH2CH2 




20 By proceeding in a manner similar to Reference Example 3 l<a) above but using 2-nitro-4-propyI-A^ 
acetyl^niline there was prepared 4-nTDropvl-2-nitro-aniline as an orange solid. 

LC-MS (Method C): Rj = 3.46 minutes; 181.2 (M+H)+. 



(0 



4.5-diethvl-2 -nitro-aniline 
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CH3CH2 




.NO2 



CH3CH- 



By proceeding in a manner similar to Reference Example 3 1(a) above but using 4,5-diethyl-2-nitro-A^- 
acetyl-aniline [Reference Example 32(f)] there was prepared 4.5-diethvl -2'nitrO"aniline . 
LC-MS (METHOD B): Rj - 3.27 minutes; 195.22 (M+H)+. 

(g) 4>Ethoxv-5-ethv]-2-nitrophenvlamine 



N-(4-Ethoxy-5-erhyU2-nitrophenyl)aceramide [0.2g, Reference Example 32(g)] was dissolved in 
ethano! {25 mL) and sodium hydride (100 mg, 50% dispersion in mineral oil, 2 mmol) was added. 
Mixture was stirred overnight at ambient temperature, aq ammonium chloride (3mL) was added and 
the mixture was evaporated. The residue was chromatographed on silica gel (heptane with gradient of 
25-50% ethyl acetate) to give 4-ethoxv-5-ethvl-2-nitrophenvlamine (O.Ig) as a red solid. LC-MS 
(Method E): R-y = 3.4 minutes, 2 1 1 (M+H)+. 

(h) 5-Chloro-4-methQxv-2-nitrophenvlamine 



N-(5-Chloro-4-methoxy-2-nitrophenyl)acetamide (8.0g, Reference Example 32(i) was added to a 
solution of sodium methoxide (2.0g„ 0.037 mole) in methanol (150 mL) and the mixture was stirred at 
ambient temperature for 4 hours. The reaction mixture was added to ice water (750 mL), stirred for 15 
minutes and the aqueous mixture was filtered. The precipitate was washed with water and dried at 
60°C under vacuum to give 5-chloro-4-methoxY-2-nitrophcnvlamine (6,52 g) as an orange solid, mp 
128-129«C 

(i) 4-Methoxv-5-methvN2-nitr o-phenvlamine 



By proceeding in a manner similar to Reference Example 31(a) above but using N-(4-methoxy-5- 
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methyl-2-nitro-phenyl)-acetamide [2.53g, Reference Example 32G)] there was prepared 4-methoxv-5- 
methvl>2-nitro-phenvlaminc (2.05g) as a bright orange solid. LC-MS (Method J): R j = 3.46 minutes, 



By proceeding in a manner similar to Reference Example 3 1 (a) above but using N-(4-fluoro-5-methyl- 
2-nitro-phenyl)-acetamide [2.53g, Reference Example 32(k)] there was prepared 4-fluoro-5-m€thvl-2- 
nitro-phenviamine (2.25g) as an orange solid. LC-MS (METHOD J): Kj = 3.53 minutes, 171.28 

(M+H)+. 

(k) 4-difluoromethoxv-2-nitro-phenYlamine 



By proceeding in a manner similar to Reference Example 31(a) above but using N-(4-difluoromethoxy- 
2-nitro-phenyl)-acetamide [Reference Example 32(1)] there was prepared 4-difluoromethoxv-2-nitro- 
phenvlamine (lOg) as an orange solid. LC-MS (METHOD N): Rj = 3.86 minutes, 205 (M+H)+ 

(1) 5-Ethvl-4-methoxv-2-nitro-Dhenvlamine 



By proceeding in a manner similar to Reference Example 3 1(a) but using N-(5-ethyl-4-methoxy-2- 
nitro-phenyl)-acetamide [2.4 g. Reference Example 32(m)] there was prepared 5-ethvl-4-methoxv-2- 
nitro^phenvlamine (1.9 g) as a brown solid, LC-MS (METHOD K): Rj = 4. 14 minutes, 197.09 

(M+H)+. 

REFERENCE EXAMPLE 32 
(a) 4-Ethvl-2-nitro-M-acetvl-aniline 



183.29 (M-fW)+ 



4-Fluoro-5-methvl-2-nitro-phenvlamine 
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CH3CH2 




.NO2 



fH-C(=0)CH3 



A stirred solution of 4-ethyI-A^-acety I -aniline [3g. Reference Example .13(a)] in acetic anhydride (8mL) 
and acetic acid (4mL), at -5°Q was treated dropwise with a mixture of acetic acid (1 .75mL) and 
concentrated nitric acid (1.22mL), The mixture was warmed to O^C, then stirred at 0°C for 2 hours and 
then poured onto water. This mixture was evaporated and the resulting oil was partitioned between 
ethyl acetate and water. The organic layer was dried over magnesium sulfate and then evaporated. 
The residual oil was subjected to flash column chromatography on silica eluting with a mixture of ethyl 
acetate and petroleum ether (2:5) to give 4-ethvl-2-nitro-A^-acetyl-aniline (1.4g) as an orange solid. 

LC-MS (METHOD B): Rj = 2.95 minutes; 209.2 (M+H)-*". 
(b) 4-Ethvl-5-methvl-2-nitro-Ai^-acetvl-aniline 



By proceeding in a manner similar to Reference Example 32(a) above but using 3-methyl-4-ethyl-Ar- 
acetyl aniline there was prepared 4-elhvl-5-methvl-2-nitro-Macetvl-aniline as a orange solid. 
LOMS (METHOD B): Rj = 3.03 minutes; 223.25 (M-hH)+. 

(c) 4-isopropvi-5-m€thvl-2-nitro-AA-acetvl-aniline 



By proceeding in a manner similar to Reference Example 32(a) above but using 3-melhyl-4-isopropyl- 
yV-acetyl aniline [Reference Example 33(b) )] there was prepared 4-isopropv!-5-methvl-2-nitro-JV- 

acetvl-aniline as an orange solid. LC-MS (METHOD B): Rj = 3. 1 5 minutes; 23 1 .36 (M+H)"^. 
(d) 4-Bromo-5-methvl~2-nitro-A^-acetyl-aniline 
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By proceeding in a manner similar to Reference Example 32(a) above but using 3-methyl-4-bromo-yV- 
acetyl aniline [Reference Example 33(c)] there was prepared 4-bromO'5>methvl-2-nitro-Macetvl- 
aniline as an orange solid. LC-MS (METHOD B): R j = 3.06 minutes; 274.2 (M+H)"*". 



5 (f) 4.5-Diethvl*2-nitro-//-acetvl-ani!ine 



CU^CHf ^ "NH-C(=0)CH3 

By proceeding in a manner similar to Reference Example 32(a) above but using 3,4-diethyl-A^-acetyl 
aniline [Reference Example 33(d)] there was prepared 4.5-diethyl-2-nitro-A/-acetvl-aniline as an orange 
10 solid. LC-MS (METHOD B): Rx - 3. 1 8 minutes; 237.4 (M+H)+ 



(g) N-r4-Ethoxv>5-ethvl-2-nitrophenvl)acetamide 



CH^CH,-^ ^ NH-C(K))CH^ 

N- (4-Ethoxy-3-ethyl-phenyl) acetamide [3. Ig, Reference Example 33(e)] was dissolved in acetic 
15 anhydride (5 mL), a solution of nitric acid in acetic acid (0.5mL of 95% nitric acid, in 4mL) was 
added and the mixture was stirred overnight at ambient temperature. The mixture was diluted with 
water (lOOmL) and the aqueous mixture was extracted twice with ethyl acetate ( 1 OOmL). The 
combined extracts were evaporated and the residue was chromatographed on silica gel (heptane/ethyl 
acetate 9/1) to give N-f4-€thoxv-5-ethvl"2-nitrophenvnacetamide (3.0 g) as a bright yellow solid. LC- 

20 MS (Method E): Rj = 3.27 minutes, 253 (M+H)+ 

(h) I -EthQxv-2-ethvl-4-nitrobenzene 

CII3CH2O 

CH3CH2 

A solution of l-ethoxy-2-ethyl benzene (3.5g, Reference Example 51) in acetic anhydride (30 mL) was 
25 chilled in an ice-water bath. A solution of nitric acid ( 1 .4 mL of 90% * 30% excess) in acetic acid (25 
mL) was added dropwise and the mixture was stirred overnight at ambient temperature. The reaction 
mixture was poured into ice water (300 mL) and the aqueous mixture was extracted with ethyl acetate 
(2 X 200 mL). The combined extracts were evaporated and the residue was chromatographed on silica 
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gel (heptane with gradient of 5 to 10% ethyl acetate) to give ] -ethoxv-2'ethvl-4-nitrobenzene (L4 g) as 
a clear liquid. LC-MS (Method E) Kj = 3.75 minutes, 196 (M+H)"^. 



N-(5-Chloro-4-methoxv-2-nitrophenvnacetaniide 




'NH-C(=0)CH3 



10 



15 



20 



A solution of N>(3-chIoro-4-methoxyphenyl)acetamide (6,85g, Reference Exannple ) in a mixture of 
acetic acid (20 mL) and acetic anhydride (35 mL) was cooled to -5*^ C and a solution of fuming nitric 
acid (3 mL) in acetic acid (4 mL) was added dropwise keeping the reaction temperature below O'^C. 
The mixture was stirred at 0°C for 30 minutes at which point a yellow precipitate developed. After 
another 1.5 h at 0°C, the mixture was poured into water (100 mL) and the aqueous mixture was 
vigorously stirred for 15 minutes and filtered. The yellow precipitate was washed with water and dried 
under vacuum at eO^'C to give the product (8.0g) as a yellow solid, mp 152-153** C. MS 245 (M+H)"^. 

(j) N-(4-Methoxv-5-methvl-2-nitro-phenvn-acetamide 



By proceeding in a manner similar to Reference Example 32(a) but using N-(4-methoxy-3-methyl- 
phenyl)-acetamide [2.65g, Reference Example 33(f)] there was prepared N-/4-methoxv-5-methvl-2- 
nitro-phenvn-acetamide (2.53g) as a orange solid. LC-MS (Method J): Rj « 3.30 minutes, 225.29 

(M+H)-^, 223.29 (M-H)-. 

(k) N-(^4-FluorQ-5-methvl-2-nitro-phenvn-acetamide 



By proceeding in a manner similar to Reference Example 32(a) above but using N-(4-fluoro-3-methyl- 
phenyl)-acetamide [2.65g, Reference Example 33(g)] there was prepared N-(4-fluoro>5-methvl-2-nitro> 
phenvlVacetamide (2.25g) as a yellow solid. LC-MS (METHOD J): Rj = 3.31 minutes, 2 11. 26 (M- 

H)-. 





(1) N-(4-DifluoromethoxV'2*nitro-phenyl)-acetamide 
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15 



By proceeding in a manner similar to Reference Example 32(a) above but using 
N-(4-diflluoromethoxy-phenyl)-acetamide [Reference Example 33(h)] there was prepared 
N'^4-difluoromethoxv-2-nitro-phenvlVacetamide (450mg) as a yellow solid. LC-MS (METHOD K): 

RX = 3.72 minutes, MS: 245 (M-H)-. 

(m) 5-Ethvl ^■methoxv-2-nitro-phen vIVacetamide 



By proceeding in a manner similar to Reference Example 32(a) but using N-(3-ethyl-4Hnethoxy- 
phenyl)-acetamidc [2.9 g. Reference Example 33(i)] there was prepared N-r(5-Ethvl-4-methoxv-2-nitro- 
phenvlVacctamidc (2.4 g) as a yellow solid. LC-MS (METHOD K): Rj = 4.04 minutes, MS: 239. 16 

(M+H)+ 

REFERENCE EXAMPLE 33 

(a) 4-Ethvl-//-acetvl-an iline 



"NH-C(=0)CH3 

A stirred solution of 4-ethylaniline (2g) and triethylamine (l3.9lmL) in dichloromethane (40itiL) at 



ambient temperature, then stirred for 16 hours at room temperature, then washed with (i) 10% citric 
acid (40mL), (ii) water (40mL) and (iii) brine (40mL). The organic phase was dried over magnesium 
sulfate and then evaporated to give 4-ethvl-iV-acetvl-aniline (2.36g) as a pale orange solid which was 
used without further purification. LC-MS (METHOD B): Rj = 2.80 minutes; 164.2 (M+H)"*". 





0°C under nitrogen was treated dropwise with acetic anhydride (4.67mL). The mixture was warmed to 



(b) 3-Methvl-4-isoDroDvl-A^-acetvl aniline 
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(CH3),CII 




'NH-C(=0)-CH3 



By proceeding in a manner similar to Reference Example 33(a) above but using 3-methyl-4- 
isopropylaniline there was prepared 3>methvl-4'isopropvi-7V-acetvi aniline as an orange solid* 

LC-MS (METHOD B): Rj = 2.97 minutes; 192.3 (M+H)-^. 

5 

(c) 3-Methvi-4-bromo-yV-acetvl aniline 



By proceeding in a manner similar to Reference Example 33(a) above but using 3-methyl-4- 
bromoaniline there was prepared 3-methvl-4-bromO'A^acetvl aniline as a brown .solid. 

10 LC-MS (METHOD B): Kj = 2.88 minutes; 228. 12 (M+H)+: 
(d) 3.4-Diethvl-Ar'.acetvl aniline 



By proceeding in a manner similar to Reference Example 33(a) above but using 3,4-diethylaniline there 
15 was prepared 3,4'diethvl-A/^acetvl aniline which was used without further purification. 
LC-MS (METHOD B): Rj = 3.03 minutes; 1 92.30 (M+H)"^. 

(e) N- (4-Ethoxy*3-€thvUphenvl) acetamide 



To a solution of 4-ethoxy-3-ethyl-phenylamine [0.6 g, Reference Example 30(t)] in pyridine (5mL) was 
added acetic anhydride (ImL) and the mixture was stirred 18 hours at ambient temperature. The 
reaction mixture was diluted with water (lOOmL) and the aqueous mixture was extracted twice with 
ethyl acetate (lOOmL). The combined extracts were evaporated to give N- f4>€thoxv-3-€thvl-Dhenvn 
25 acetamide (0.6g) as a pink foam. GC-MS one peak, Rj = 9. i 6 minutes, MS 207 (M)"*". 





20 
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N-(4-Methoxv-3'methvl-phenvn-acetamide 




NH-C(=0)-CH3 



10 



15 



By proceeding in a manner similar to Reference Example 33(a) above but using 4-methoxy-3-methyl 
phenylamine (2.07g, Reference Example 30(u)) and subjecting the reaction product to flash 
chromatography on silica eluting with a mixture of ethyl acetate and n-pentane (1:1, v/v) there was 
prepared N>(4-methoxy-3-methvl-phenvlVacetamide (2.65g) as a pale pink crystalline solid. LC-MS 

(Method J): Rt = 2.94 minutes, 1 80.30 (M+H)"^. 
(g) N-(4-Fiuoro-3-methvI-phenvn-acetamide 



By proceeding in a manner similar to Reference Example 33(a) above but using 4-fluoro-3- 
methylaniline there was prepared N-(4-fluoro-3-methvl-phenyn'acetamide (3.82 g) as an orange solid. 

LC-MS (METHOD J): Rx = 3.08 minutes, 168.24 (M+H) 
(h) N-f4-Difl[uoromethoxy-phenvn-acetamide 



By proceeding in a manner similar to Reference Example 33(a) above but using 
4-difluoromethoxyaniline there was prepared N-(4-difHuoromethoxv-phenyn-acetamide (5.90 g) as an 
orange solid. LC-MS (METHOD K): Rj = 3.62 minutes, 202 (M+H)+ 

(i) N-n-EthvM^methoxv-phenvn-acetamide 



By proceeding in a manner similar to Reference Example 33(a) but using 3-ethyI-4-methoxy- 
phenylamine [2.5g, Reference Example 30(aa)] there was prepared N-f3-ethvl-4'methoxv-phenvlV 






wo 03/035065 PCT/GB02/04763 

'520- 

acetamide ( 2,9 g) was prepared as a light brown solid. LC-MS (ME THOD K): Rf = 3.92 minutes, 
194.16 (M+H)+ 

REFERENCE EXAMPLE 34 
5 (a) 4-AminO'3'-nitrO"biphenvl-3'Carbonitrile 



CN 




A stirred solution of 3K:yanophenyl boronic acid (812nig) and tetrakis(triphenylphosphine) palladium 
(150mg) in tetrahydrofuran (4mL) under at atmosphere of nitrogen was treated with 4-bromo-2- 
nitroaniline in tetrahydrofuran (lOmL). The reaction mixture was heated at 85X for 48 hours, then 
10 cooled to ambient temperature and then partitioned between ethyl acetate and water. The organic layer 
was washed with brine, then dried over magnesium sulfate and then evaporated. The residue was 
subjected to flash column chromatography on silica eluting with a mixture of ethyl acetate and hexane 
(1 :2,v/v) to give 4'-amin0'3*-nitro«biphenvl-3-carbonitrile (224mg) as a yellow solid. LC-MS 
(METHOD B): Rt = 3.21 minutes. 240.3 (M+H)"^. 

15 

(b) 2-nitro-4-pvridine'3-vUphenvlamine 




By proceeding in a manner similar to Reference Example 34(a) above but using pyridine-3-boronic 
acid there was prepared 2-nitro-4-pvridine'3'Vl-phenvlamine as a yelloAv solid. LC-MS (METHOD B): 
20 Rj = 2.09 minutes, 216.24 (M+H)+ 



(c) 2-methvl"5'nitro-biphenvl-4-vl amine 
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By proceeding in a manner similar to Reference Example 34(a) above but using phenyl boronic acid 
and 4-bromo-5-methyl-2-nitro-aniline [Reference Example 31(d)] there was prepared 2-methvl-S-nitrD- 
biDhenvM-vl amine as an orange solid. LC-MS (METHOD B): Kj = 3.30 minutes, MS: 229.23 

(M+H)+ 



(d) 3-nitrophenvi-4>v[amine 




By proceeding in a manner similar to Reference Example 34(a) above but using phenyl boronic acid 
there was prepared 3-nitrophenvl-4-vlamine as a red .solid. LC-MS (METHOD B): Rj = 3.43 minutes, 

10 215.06 (M+H)+ 

(e) 2*-fluoro-3-nitrO'biphenvl-4-vlamine 




By proceeding in a manner similar to Reference Example 34(a) above but using 2-fluorophenyl boronic 
15 acid there was prepared 2-fluQro-3-nitro-biphenvM-vlamine as a red solid. LC-MS (METHOD B): 

Rj - 3.33 minutes, 233.3 (M+H)+ 



(f) 4-ben2o[1.31dioxo-5-yl-2-nitropheny[amine 




20 By proceeding in a manner similar to Reference Example 34(a) above but using 

3,4-methylenedioxyphenyl boronic acid there was prepared 4'-benzo(l .31dioxo-5-vl-2- 

nitrophenvlamine as a orange solid. LC-MS (METHOD B): Rj = 3.23 minutes, 259.3 (M+H)+. 



wo 03/035065 



PCT/GB02/04763 



-522- 



(g) 



2-methoxv-3-nitrO'biphenvl-4-vlamine 




.OCH3 



By proceeding in a manner similar to Reference Example 34(a) above but using 2-methoxyphenyl 
boronic acid there was prepared 2'-methoxv-3-nitro-biphenyl-4-vlamine as an orange solid. LC-MS 

(METHOD B): Rj = 3.30 minutes, 245.3 (M+H)+ 
(h) 4'"Chloro-3-nitro-biphenvl-4-vlamine 



By proceeding in a manner similar to Reference Example 34(a) above but using 4-chlorophenyi 
boronic acid there was prepared 4'-chloro-3-nitro-biphenvi-4-vlamine as an orange solid. LC-MS 
(METHOD B): Rj = 3.45 minutes, 249.27 (M+H)**-. 

(i) 4'-methvl-3-nitro-biphenvl-4-vlaminc 




By proceeding in a manner similar to Reference Example 34(a) above but using 4-methylphenyl 
boronic acid there was prepared 4'-methvU3-nitro-biDhenvM"Vlamine as an orange solid. LC-MS 

(METHOD B): Rj = 3.33 minutes, 229,2 (M+H)+ 

REFERENCE EXAMPLE 35 
(a) 4-benzyloxy-l,2-dinitrobenzene 




.NO2 



'NH2 
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A stirred solution of 3,4-dinitrophenoi (Ig) in dimethylformamide (30niL) was treated with benzyl 
bromide (723(iL) and potassium carbonate (1.13g). 'I'he reaction mixture was stirred at ambient 
temperature for 24 hours and then partitioned between ethyl acetate and water. The organic layer was 
5 washed with brine, then dried over magnesium sulfate and then evaporated. The residue was subjected 
to flash column chromatography on silica eiuting with a mixture of ethyl acetate and hexane (1:4, v/v) 
to give 4-benzvloxv- 1 .2-din itrobenzene (1.30g) as a yellow solid. LC-MS (METHOD B): Rj = 3.3 1 

minutes. NMR [(CD3)2CO, ppm): 5 5.28 (s, 2H), 7.26-7.42 (m, 6H). 7.57 (d. IH), 8. 12 (d. IH). 
10 (b) 1 -Ethvl-2-methoxv-ben2ene 




By proceeding in a manner similar to Reference Example 3S(a) above, but using 2-cthylphenol (5ml) 
and iodomethane (2.6 ml) with acetone as solvent and heating at 70^C for 24 hours in a sealed pressure 
vessel, there was prepared l-ethvl-2-methoxy-ben2ene ( 5.6 g) as a yellow oil which was used without 

15 future purification. LC-MS (METHOD K): R j^ = 3.83 minutes. ^ H NMR (dg acetone) : 5 6.95 (m 

,2H), 6.75 (d , IH), 6.68 (t, IH), 3.67 (s, 3H), 2.44 (q, 2H) 0.95 (t, 3H). 

REFERENCE EXAMPLE 36 
(a) 4-Nitro- 1 H-pvra2ole-3-carboxvlic acid (2-amino-4.5-dimethv!phenvnamide 




Method A A stirred solution of 4,5-dimethyIphenylenediamine (4.32g) and diisopropylethylamine 
(30ml) in dichloromethane (200ml) was treated with 4-nitropyrazole-3-carboxylic chloride (5g) 
ponionwise at 0*C. The reaction mixture was warmed to ambient temperature and stirred for 30 
minutes. The solvent was removed in vacuo and the oily residue was partitioned between ethyl acetate 
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and water. The organic layer was dried over magnesium sulfate and concentrated. The residual oil 
was re-crystallised from ethyl acetate and methanol (10%) to give 4-nitro- 1 H-pvra2ole-3-carfaoxvlic 
acid (2>amino-4,5-dimethvlphenvnamide (6.58g) as an orange solid. LC-MS (METHOD B): Rj = 

2.36 minutes, 276.09 (M+H)"^. 

5 

Method B Polyphosphoric acid (500g) was added to a 1 L flask equipped with an overhead stirrer 
and heated to 70°C under nitrogen. A blended mixture of 4-nitro-3-pyra2oie carboxylic acid (50g) and 
l,2-diamino-4,5-dimethyIben2ene (43.4g) was added and the mixture was heated to 180°C. After 1 
hour at this temperature the reaction mixture was cooled to \30°C and poured into ice water (2.5kg). 
10 This mixture was stirred with an overhead stirrer and then treated with aqueous ammonium hydroxide 
(350mL, 30%) until the pH was 2.1. Af%er stirring for a further 15 minutes the mixture was filtered and 
the filtered solid was washed three times with water (200mL) then dried under vacuum to give 4-nitro- 
IH-pvra2ole-3'Carboxvlic acid (2-amino-4.5-dimethvlphenvl)amide as a brown solid. 

J 5 (b) 4-Nitro- 1 H-pvrazole-3-carboxvl ic acid (2-amino-4-ethvl-5-methylphenynamide 




By proceeding in a manner similar to Reference Example 36(aX Method A, above but using 4-ethyl-5 
methyl-phenylene diamine [Reference Example 30(a)] there was prepared 4>nitro-l H-pyrazoleO- 
carboxvlic acid (2-aminQ-4-elhvl-5-methvlphenvnamide as a dark red solid. LC-MS (METHOD B): 

20 Rj = 2.89 minutes, 290.24 (M+H)"^. 

(c) 4-Nitro- lH-pvrazole-3-carboxvlic acid f2-amino-5-chloro«4-methoxvphenvl>amide 




25 



By proceeding in a manner similar to Reference Example 36(a), Method A, above but using 4-chloro-5- 
methoxyben2ene-l,2-diamine [Ig, Reference Example 49(b)], diisopropylethylamine (4,lmL, 4 eq). 
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dichloromethane (50 mL) and a solution of 4-nitropyrazole-3-carbonyl chloride (Ig, 5.8 mmol) in 
dichloromethane (25 mL) and stirring the reaction mixture at ambient temperature for 18 hours there 
was prepared a mixture of 4-nitro-lH-pvrazole-3-carboxvlic acid (2-amino-5-chloro-4- 
methoxvphenvhamide a nd the bis-acvlated material. MS 310 (M^ and 449 (M"). This material was 
used without further purification in Example 20(c}. 

(d) 4-Nitro-l H-pvrazole-3-carboxvlic acid (2-amino-4-methoxv-phenvn-amide 



By proceeding in a manner similar to Reference Example 36(a), Method A, above but using 
4-methoxy-l,2-phenylenediamine (880mg) and 4-nitropyra2ole-3-carboxylic chloride [prepared by 
treating a solution of 4-nitropyrazole-3-carboxylic acid (Ig) in dry dichloromethane (70ml) under 
nitrogen with oxalyl chloride (1.1 1ml) and dimethylformamide and after stirring overnight evaporating 
the reaction mixture then azeotroping three times with toluene (lOmI)] there was prepared 4-nitro-lH- 
pvrazole-3-carboxylic acid f2-amino-4-methoxv-phenvn-amide (SOOmg), LC-MS (Method J): Rj = 

2.67 minutes, 278.25 (M+H)+ 276.28 (M-H)*. 

(e) 4-Nitro-l H-Dvrazole-3-carboxvlic acid (2-amino-4-cthoxv-phenvn-amide 



By proceeding in a manner similar to Reference Example 36(d) above but using 4-ethoxy-benzene-l,2- 
diamine [1.25g, Reference Example 30(v)] and subjecting the reaction product to flash chromatography 
on silica, eluting initially with ethyl acetate and then with a mixture of ethyl acetate and methanol (9:1, 
v/v), there was prepared 4-nitrO" 1 H'pvrazole-3-carboxylic acid f2-aminQ-4~€thoxv-phenvl)-amide 



(824mg) a black solid. LC-MS (Method J): Rt= 2.90 minutes. 292,27 (M+H)+ 290.30 (M-H)'. 




H 




H 



25 



(0 



4-Nitro-l H-pyrazole-3-carboxylic acid (2-amino-4-fluoro-5-methvl-phenvl)-amide 
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By proceeding in a manner similar to Reference Example 36(d) above but using 4-.fluoro-5-methyI- 
benzene-1,2 -diamine [Reference Example 30(w)] there was prepared 4-nitrQ-lH-pvra2ole-3-carboxviic 
acid (2-amino-4-fluoro-5-methvl>phenylVamide (2. 12g) as a red oil. LC-MS (METHOD J): Rj = 3.02 

5 minutes. 280.25 (M+H)+. 

(g) 4-Nitro-l H-pvrazole-3-carboxylic acid f 2"amino-4-trifluotX)methoxv-phenyl)-amide 



By proceeding in a manner similar to Reference Example 36(d) above but using 4-trifluoromethoxy- 
10 benzene- 1,2-diamine [Reference Example 30{x)] there was prepared 4-nitro- 1 H-Dvrazole-3-carboxvlic 
acid f2«amino-4-trifluoromethoxv-phenvn-amide (0.850g) as a red solid. LC-MS (METHOD J): Rj = 

3.34 minutes, 332.2 1 (M+H)+ 

(h) 4-Nitro-l H-pyra2ole-3-carboxvlic acid f2-amino^-trifluoromethvl-phenvl)-amide 



By proceeding in a manner similar to Reference Example 36(d) above but using 4-trifluoromethyl- 
benzene-],2-diaminc [Reference Example 30(y)] there was prepared 4-nitro- 1 H-pvrazolc-3-carboxylic 
acid r2-amino-4-trif1uoromethvl-Dhenvn-amide (0.250g) as an red solid. LC-MS (METHOD B): Kj = 

3.35 minutes. 316.14 (M+H)+ 




H 




15 



H 
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(i) 4*NitrO'l H'Pvrazole-3-carboxvlic acid (2-amino-4-chloro-5-methvl-phenvl)-aniide 




By proceeding in a manner similar to Reference Example 36(d) above but using 4-ch]oro-5-methy]- 
benzene- 1,2-diamine there was prepared 4-nitro-lH-pvrazole-3'-carboxvlic acid (2-amino-4-chlorO''5- 
methvl-phenvn-amide (0.300g) as a yellow solid. LC-MS (METHOD B): Kj = 2.72 minutes, 296. 10 

(M+H)+ 

(j) 3-Amino-4-Fr4-nitro-lH-pvra2ole-3-carbonvlVamino1-benzoic acid methyl ester 

0 



CH3O 




By proceeding in a manner similar to Reference Example 36(d) above but using mcthyl-3,4- 
diaminobenzoate there was prepared 3-amino-4-r(4-nitro-] H-pvrazoie-3-carbonvl)-aminol-benzoic acid 
methvl ester (2.5 1 g) as a tan foam solid. LC-MS (METHOD B): Rj = 2.83 minutes, 306.21 (M+H)+. 



5-Ethoxy-IH-indazole 



REFERENCE EXAMPLE 37 



EtO 




A solution of 5-hydroxy-l H-indazolc[0.5g, Reference Example 38] in acetone (10ml) was treated with 
potassium carbonate (2.56g) then with iodoethane (0.296ml). The mixture was refluxed for 4 hours 
then cooled and then evaporated. The residue was partitioned between ethyl acetate and water and the 
aqueous layer was further extracted twice with ethyl acetate. The combined organic fractions were 
dried over magnesium sulfate and then evaporated to yield a brown residue which was subjected to 
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flash column chromatography on silica eluting with a mixture of ethyl acetate and hexane (1:1, v/v) to 
give S-ethoxv-lH-indazole (0.38g) as an off-white solid. LC-MS (METHOD B): Rt-=2.68 minutes; 

163(M+H)+ 



REFERENCE EXAMPLE 38 



5-Hvdroxy- 1 H-indazole 




A solution of 5-methoxy- 1 H-indazole [0.410g, Reference Example 24(a)] in dichloromethane (7.5ml) 
was treated with a solution of boron tribromide in dichloromethane (7.5ml, IM). The mixture was then 

10 heated to reflux for 4 hours, then cooled to O^'C and then treated dropwise with water (2ml). The pH of 
this mixture was adjusted to 7-8 by addition of 10% aqueous sodium hydrogen carbonate. The mixture 
was then extracted three times with ethyl acetate. The combined extracts were dried over magnesium 
sulfate and then evaporated. The residual brown oil was subjected to flash column chromatography on 
silica eluting with a mixture of ethyl acetate and hexane (1:1, v/v) to give 5-hvdroxV'l H-indazole 

J5 (0.3 lOg) as a yellow solid. LC-MS (METHOD B): Rt==L96 minutes; 135 (M+H)"*". 

REFERENCE EXAMPLE 39 
(a) 1.4.6.7-tetrahvdro-pvrazolof4.3-c1pvridine-3.5-dicarboxylic acid. 3rf2-amino-4.5- 
dimethvlphenvnamide. S-/er/-butvl ester 




20 

To a solution of 4,5-dimethylbenzcnc-l,2-diamine (0.841g) and l,4,6,7-tetrahydro-pyrazolo[4,3- 
c]pyridine-3,5-dicarboxyIic acid 5-rer^-butyl ester [1.5g, Reference Example 40(a)] in dimethyl 
formamide (lOOmI) was added diisopropylethylamine (1.08ml) and 2-(lH-9-azabenzotriazole-l-yl)- 
1,1,3,3-tetramethyluronium hexafluorophosphate (2.35g). The mixture was stirred for 1.5 hours and 
25 diluted with ethyl acetate then washed six times with brine. The organic layer was dried over 

magnesium sulfate and concentrated in vacuo to yield a pale brown solid. The solid was then triturated 
with methanol to yield 1 .4.6.7-tetrahvdro-pvrazo]or4.3-c]pvridine-3.5-dicarboxvlic acid, 3-(2-aminc>- 
4.5-dimethvlphenvnamide. 5-/er/-butYl ester (0.99g) as an off-white solid. 
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LC-MS (METHOD B): Rj = 2.94 minutes; 386 (M+H)+ 



(b) 



Morpholine-4-carboxvlic acid f3-(2-amino-4,5-dimethyl-phenvlcarbamoyl)-l-(tetrahvdro- 
pvran-2-vn-lH-pvra2ol-4-vlmethvl]>(2>4-dimethoxy-ben2vn-amide 



5 




OMe 



By proceeding in a manner similar to Reference Example 39(a) above but using 4-{[(2,4-dimethoxy- 
benzy l)-(morpholine-4-carbonyl)-amino]-methyI } -1 -(tetrahydro-pyran-2-yI)- 1 H-py razole-3-carboxyl ic 
acid [534mg, Reference Example 40(b)] there was prepared morpholine-4-carboxvlic acid [3^(2 -amino- 
4,5^imethvl-phenvlcarbamovl)-l-(tetrahvdro-pvran-2-vl)-lH-pvra2ol-4-vimethvn-(2.4-dimethoxy- 
10 benzvlVamide (1 .66g) as a yellow oil. LC-MS (METHOD B): Rj = 2.8 1 minutes. 607.7 1 (M+H)+ 

(c) 3-(2-Amino-4-chloro-5-methvl-phenvlcarbamoyl)- 1.4.6, 7-tetrahvdro-pyrazolof4.3-c1pyridine- 
5-carboxylic acid tert-butyl ester 



15 By proceeding in a manner similar to Reference Example 39(a) above but using 4-chloro-5-methy 1-1,2- 
phenylenediamine there was prepared 3-f2>amino-4-chloro-5-methvl-phenylcarbamoyn-l. 4,6.7- 
tetrahvdro-pyrazolor4.3-c]pyridine-5-carboxyIic acid tcrt-butvl ester (41 Img) as a brown solid. 

LC-MS (METHOD J): Rj = 3.66 minutes, 406/408 (M+H)+ 
20 (d) 3-r2-Amino-4-(2-morpholin-4-vl-ethoxv)-phenylcarbamoyl]'L4.6.7-tctrahvdrO' 




H 



pyra2olof4.3-c1pyridine-5-carboxviic acid tert-butvl ester 
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OBu 



By proceeding in a manner similar to Reference Example 39(a) above but using 4-(2-morpholin-4-yl- 
ethoxy)-benzene-l,2-diamine [Reference Example 29(c)] there was prepared 3-f2-amino-4-(2- 
5 morpholin-4-vl-ethoxv)-phenvlcarbamovn-K4.6.7-tetrahvdro-pvra2o1or43-c1pvridine-5-carboxvlic 
acid tert-butvl ester (400mg) as a brown solid LC-MS (METHOD N): Rt = 3.33 minutes, 485. 1 8 

(M-H)-. 

(e) 1 .4.6.7-Tetrahvdro-pvranof4,3-clpvra2ole-3-carboxy1ic acid (2-amino-4,5-dimethyl-phenvl)- 
10 amide 



By proceeding in a manner similar to Reference Example 39(a) above but using 1,4,6,7-tetrahydro- 
pyrano[4,3-c]pyrazole-3-carboxylic acid {Reference Example 17(e)] there was prepared 1.4,6.7- 
tetrahvdro-pvranof4.3-c]pvrazole-3-carboxvlicacidY2-amino-4,5-dimethyl-phenvlVamide (1 1 6mg) as a 

1 5 cream solid. LC-MS (METHOD B): Rj = 2.32 minutes, 287 (M+H)+ 




H 



3-f2-Amino-4-trifluoromethyl-phenvlcarbamoyn-1.4,6.7-tetrahydro-pyra2olof4,3-clpvridine-5" 
carboxvlic acid tert-butvl ester 
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By proceeding in a manner similar to Reference Example 39(a) above but using 4-trifluoromethyI-l,2- 
phenylenediamine there was prepared 3-(2-amino-4-trifluoromethvl-phenvlcarbamoviVK4.6.7- 
tetrahvdro-Pvrazolof4.3-c1p\a'idine-5-carboxvlic acid tert-butvl ester (l.OOg) as a brown solid. LC-MS 

5 (METHOD N): Rj = 3.75 minutes, 424. 1 0 (M-H)". 

REFERENCE EXAMPLE 40 
(a) L4,6J'Tetrahvdro-pYrazolo[4,3-c1pvridine-3,5-dicarboxvlic acid S-fert-butvl ester 



*BuO 




10 A solution of l,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-3,5-dicarboxylic acid S-tert-butyl ester 3-ethyl 
ester [5.105g, Reference Example 18(d)] and lithium hydroxide monohydrate (0.870g) in methanol 
(30ml) and water (10ml) was stirred at 55^C for 2.5 hours. The mixture was acidified with saturated 
aqueous potassium hydrogen sulfate solution and extracted three times with ethyl acetate. The organic 
extracts were combined, dried over magnesium sulfate and concentrated in vacuo to yield 1.4.6.7- 

1 5 tetrahvdro-pvrazolor4.3-c1pvridine-3.5-dicarboxviic acid 5-/grNbutvl ester (4.442g) as a pale yellow 

solid. MS: 268 (M+H)"*". HPLC (METHOD G): Rj = 2.86 minutes. 

(b) 4-{[(2.4-dimethoxv>benzyn-fmorpholine^-carbonvlV»amino'|-methvl)>l-(tetrahvdro-Pvran-2- 
vn-lH-pvrazole-3-carboxvlic acid 
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By proceeding in a manner similar to Reference Example 40(a) above but using 4-{[(2,4-dimethoxy- 
benzy lHmorphoHne-4-carbonyl)-amino]-methyl } - 1 -(letrahydro-pyran-2-yl)- 1 H-pyra2oIeO<:arboxylic 
acid ethyl ester (594mg, Reference Example 48(i)] there was prepared 4-frr2,4-dimethoxv-benzv!V 
(mon3holine-4K:arbonvlVamino1-methvll-Htctrahvdro-Pvran-2-vn-lH>Dvra2ole-3-carboxvlicacid 

(534mg) as a white fluffy solid. LC-MS (Method B): Rt= 2.71 minutes. 489.21 (M+H)+ 



10 



15 



(a) 



REFERENCE EXAMPLE 4 1 
3-Hvdroxvmethvl''lH"Pvrazole-4-carboxvlic acid ethyl ester 



HOCHj 



A solution of 3-/e/-/-butylox5anethyl-lH-pyrazole-4-carboxylic acid ethyl ester [3.46g, Reference 
Example 42] in dichloromethane (25ml) was treated with trifluoroacetic acid (25ml). The mixture was 
stirred for 1.5 hours and then concentrated. The residue was partitioned between saturated sodium 
carbonate solution and ethyl acetate. The organic layer was dried over magnesium sulfate and then 
evaporated to give 3-hvdroxvmethyl-lH-pvrazole-4-carboxviic acid ethyl ester (2.49g) as a brown solid 
which was used without further purification. LC-MS (METHOD B): Rx = 2.54 minutes; 1 71 (M+H)"^. 



(b) 3-Hvdroxvmethvl-lH-pvrazole-4-carboxvlic acid isopropvlamide 

'\^NHCH(CH3)2 



HOCH^ 



20 By proceeding in a manner similar to Reference Example 4 1(a) above but using 3-/m-butyloxymethyl- 
lH"pyrazolc-4-carboxylicacid isopropylamide [Reference Example 44(a)] there was prepared 



10 
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3-hvdroxvmethvi-lH-Dvrazole-4-carboxvlic acid isopropvlamide as a pale yellow solid, which was 
used without further purification. LC-MS (METHOD B): = 2.43 minutes; 184 (M+H)+ 

(c) 3-Hydroxvmethvl-5-methvl-lH-pyra2ole-4-carboxvlic acid ethyl ester 

HOCH2 




By proceeding in a manner similar to Reference Example 41(a) above but using 3-/crt-butyloxymethyJ- 
5-methyl- J H-pyra2ole-4-carboxylic acid ethyl ester [Reference Example 43] there was prepared 3;: 
hvdroxvmethvl-5-methvl-IH-pvrazole"4-carboxvlic acid ethyl ester as a orange solid which was used 

without further purification. LC-MS (METHOD B): Rj = 2,58 minutes; 185 (M+H)+. 
(d) 3-Hvdroxvmethvl-l H-pvrazole-4-carboxylic acid f2-methoxv-ethvl)-amide 




By proceeding in a manner similar to Reference Example 4 1(a) above but using 3-/er/-butyIoxymethyl- 
lH-pyrazole-4-carboxylic acid (2-methoxy-ethyl)-amide [Reference Example 44(b)] there was 
15 prepared 3-hvdrQxvmethyMH-pvra2ole-4-carboxviic acid (2-methoxv-ethvl)-amide (398mg) as an 

orange oil. LC-MS (METHOD B): Rj = 1 .66 minutes, 222 (M+Na)"*", 
(e) 3-Hydroxvmethvl-lH-pyrazole-4-carboxvlic acid propvlamide 



HOCH2 



20 By proceeding in a manner similar to Reference Example 41(a) above but using 3-te/-/-butyloxymethyl- 
IH-pyrazole-4-carboxyIic acid propylamide [Reference Example 44(c)] there was prepared 
3-hvdroxvmethvMH-pvrazole-4-carboxylic acid propvlamide (73 1 mg) as an orange oil. LC-MS 

(METHOD B): Rt = 2.09 minutes, 206 (M+Na)+. 




10 



15 




WO 03/035065 PCT/GB02/04763 

-534- 

(f) 3-HvdroxvniethvI-i H-pvra2ole-4-carboxvlic acid ftetrahvdrO'Pvran-4-vn-amide 



HOCH2 



By proceeding in a manner similar to Reference Example 41(a) above but using 3-/er/-butyIoxymelhyl- 
lH-pyra2ole-4-carboxylic acid (tetrahydro-pyran-4-yl)-lamide [Reference Example 44(d)] there was 
prepared 3-hvdroxvmethvl- 1 H-pvra2ole-4-carboxv!ic acid /tetrahvdro-pvran-4-vlVamide (4.10g) as an 

orange oil. LC-MS (METHOD N): R j = 1 .89 minutes, 226(M+H)+. 

(0) 3-Hydroxvmethvl-l H-pvrazole-4-carboxvlic acid cvclopropvlamide 



HOCH2 



By proceeding in a manner similar to Reference Example 41(a) above but using 3-/m-buty1oxymethyl- 
lH-pyrazole-4-carboxylic acid cyclopropylamide [Reference Example 44(e)] there was prepared 
3-hvdroxvmethvMH-pvrazoie-4-carboxvlic acid cvclopropvlamide (2.48g) as a white foam. LC-MS 

(METHOD N): Rj = i.85 minutes, 180. 15 (M-H)". 

REFERENCE EXAMPLE 42 
3>/gr/-ButvloxvmethYMH-pvra2oIe^-carboxvlic acid ethvl ester 




'BuOCHj 



O^ 
Y^OEt 

9 



A solution of dimethyl formamide acetal (3.47ml) and 4-jferr-butoxy-3-oxo-but>'ric acid ethyl ester 
20 [3.52g, Reference Example 43] in toluene (50ml) was heated at 65°C for 2 hours. The mixture was 
then concentrated and the residue redissolved in acetic acid (3ml). To the mixture was added 
hydrazine hydrate (0.93ml) and the whole allowed to stir at ambient temperature for 2 hours. The 
mixture was again concentrated in vacuo and the residue partitioned between ethyl acetate and 5% 
aqueous sodium hydrogen carbonate solution. The organic layer was dried over magnesium sulfate and 
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then concentrated to yield a brown oil which was subjected to flash column chromatography on silica 
eluting with a mixture of ethyl acetate and petrol (3:7, v/v) to give 3-ter/-butvloxvmethvl- 1 H-pyrazole- 
4-carboxvlic acid ethvl ester (3.46g) as a yellow solid. LC-MS (METHOD B): Rx= 2.79 minutes; 227 

(M+H)+. 

5 

REFERENCE EXAMPLE 43 
4-terf-Butoxv-3-oxo-butvric acid ethvl ester 

O O 

\^ \^ ^OEt 

A suspension of sodium hydride (4.44g, 60% dispersion in mineral oil) in dimethyl formamide (50ml), 
10 at O^'C, was treated dropwise with ethyl -4-ch!oroacetoacetate (5ml) and then with rer/-butyl alcohol 
(7.08ml). This mixture was maintained at O^C for 2 hours, then a further 2 hours at ambient 
lemperalure and then poured onto 2N hydrochloric acid/ice and then extracted four times with ethyl 
acetate. The combined extracts were washed with saturated aqueous sodium hydrogen carbonate 
solution, then with water, then with brine, then dried over magnesium sulfate and then evaporated. The 
15 resulting yellow oil was subjected to flash column chromatography on silica eluting with a mixture of 
ethyl acetate and petrol (1 :9, v/v) to give 4>/gr/-butoxv-3"Oxo-but\Tic acid ethvl ester (5.20g) as a 
yellow oil. TLC (silica, 1:4, v/v ethyl acetate/petrol): Rp^ 0.51. NMR (400MHz. CDCI3): 5 1.21(9H, 
s), 1.28(3H. t), 3.55(2H, s), 4.19(2H, q). 

20 REFERENCE EXAMPLE 44 

(a) 3>/g/7>Butvloxvmethvl-lH-pvrazole-4-carboxvlic acid isopropvlamide 



^BuOCHj 



N\^NHCH(CH3)2 



To a solution of 3-f€r/-butyloxymethy!-lH-pyrazole-4-carboxylic acid [l.520g. Reference Example 
17(d)], hydroxybenzatriazole (3.110g) and diisopropyl ethylamine <4.010ml) in dimethyl formamide 
25 (130ml) was added isopropylamine (1.960ml) followed by I -(3-dimethylaminopropyl)-3- 

ethylcarbodiimide hydrochloride (4.420g). The mixture was heated at 70°C for 2.5 hours, then diluted 
with ethyl acetate, then washed with water, then with brine, then dried over magnesium sulfate and 
then evaporated. The residue was triturated with a mixture of ethyl acetate and petrol to yield Z-fert- 
butvloxvmethvMH-pYra2ole-4-carboxvlic acid isopropvlamide (652mg) as an off-white solid. 

30 LC-MS (METHODS): 2.99 minutes; 240 (M+H)+ 
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(b) 3-/er/-Butvloxvmethvl-l H-pvrazole-4-carboxvlic acid f2-Tnethoxv-ethvlV-amide 

'BuOCII, 



H 



By proceeding in a manner similar to Reference Example 44(a) above but using 2-methoxyelhylamine, 
there was prepared 3-fgrr-butvloxvmethvMH-pvrazole-4-carboxvlic acid f2-methoxv-ethvn-amide 

(81 Img) as an orange oil. LC-MS (METHOD B): Rj = 2.43 minutes, 278 (M+Na)"^. 
(c) 3-/gr/-Butvloxvmethvl-i H-pvra2ole-4«carboxvlic acid propvlamide 



'BuOCHj 




NHCH^CHjCHj 



10 By proceeding in a manner similar to Reference Example 44(a) above but iising n-propylamine there 
was prepared 3-/er^butvloxvmethvi'lH>pvrazoIe'4-carboxvlic acid propvlamide (1 . 12g) as an orange 

oil. LC-MS (METHOD B): Rj = 2.65 minutes, 262 (M+Na)+. 

(d) 3-/gr^Butvloxvmethvl-l H-pvra2ole-4-carboxvlic acid (tetrahvdro-pyran-4-yn-lamide 

^BuOCHj 



15 




By proceeding in a manner similar to Reference Example 44(a) above but using tetrahydropyran-4- 
ylamine there was prepared 3-/er/>butvloxymeth vl- 1 H'Pvra2ole-4-carboxvlic acid (tetrahvdro-pvran-4- 
vlViamide (S.SOg) as an orange oil. LC-MS (METHOD N): Rj - 3.05 minutes, 282 (M+H)"^. 



20 (e) 3-/gr^Butvioxvmethvl-lH-pvra2ole-4-carboxvlic acid cvclopropvlamide 
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BUOCH2 




By proceeding in a manner similar to Reference Example 44(a) above but using cyclopropylamine 
there was prepared 3-/ent-butyloxvmethvl-lH-pvrazole-4-carboxvlic acid cvclopropvlamide (3.27g) as 

an orange oil. LC-MS (METHOD H): Rj = 2.24 minutes, 238.38 (M+H)+ 

REFERENCE EXAMPLE 45 
3-/g;7-Butvloxvmethvl-5-methvl-lH-pvrazole-4'-carboxvlic acid ethyl ester 




To a solution of 2-acetyl-4>/€r/-butoxy-3-oxo-butyric acid ethyl ester [0.325g, Reference Example 46] 
10 in acetic acid (3ml) was added hydrazine hydrate (7 1 \iL). The mixture was stirred at ambient 

temperature for 16 hours and then evaporated to remove the acetic acid. The residue was dissolved in 
ethyl acetate and the solution was washed with 5% sodium hydrogen carbonate solution, then with 
water, then dried over magnesium sulfate, and then evaporated to yield 3-/grr-butvloxvmethvl-5- 
methyl- lH-pvrazole-4-carboxvlic acid ethyl ester (0,258g) as a yellow oil which was used without 
15 further purification. LC-MS (METHOD B): Rx = 3.22 minutes; 241 (M ^H)'^. 

REFERENCE EXAMPLE 46 
2-Acetvl-4-/er/-butoxy-3-oxo-butyric acid ethvl ester 



V-OEt 



'BuOCH. 



O 

20 A suspension of dry magnesium chloride (0.47 Ig) in dichloromethane (6ml) was treated with A-tert- 
butoxy-3-oxo-butyric acid ethyl ester [l.OOg, Reference Example 43]. This mixture was cooled to 0°C, 
then treated with pyridine (0.80ml), then stirred for 15 minutes at 0°C and then treated with acetyl 
chloride (0.352ml). After stirring for a further 15 minutes at O^'C and then for I hour at ambient 
temperature the reaction mixture was treated with saturated aqueous ammonium chloride solution and 
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then extracted twice with ethyl acetate. The combined extracts were dried over magnesium sulfate and 
then evaporated to yield 2-acetYl-4-rg/ /-butoxv-3-oxo-butvric acid ethyl ester (I.15g) as a yellow oil 

which was used without further purification. LC-MS (METHOD B): Rj = 3.16 minutes; 243 (M-H)'. 

REFERENCE EXAMPLE 47 
4-Phenvi- lIi-pvrazole-3-carboxvlic acid 




A solution of 3-methyl-4-phenylpyrazole (l.OOg) in /^/-/-butanol (15ml) and water (25ml)j at 60*'C, was 
treated portionwise potassium permanganate (5.47g). The temperature was then slowly elevated to 

10 90*^0 and maintained at that temperature for 5 hours. The mixture was then cooled and filtered through 
a pad of celite. The filtrate was concentrated and the pH was adjusted to 10 to 14 by addition of 5N 
aqueous sodium hydroxide solution. This mixture was washed twice with ethyl acetate. The aqueous 
layer was then acidified to pll 3 to 5 and then extracted four times with ethyl acetate. The combined 
extracts were dried over magnesium sulfate and then evaporated to yield 4-phenyl" 1 H-pvrazole-3- 

15 carboxvlic acid (0.5 1 2g) as a white solid, which was used without further purification. MS: 1 89 

(M+H)"*". H PLC (METHOD B): Rj = 2.48 minutes. 



20 



(a) 



REFERENCE EXAMPLE 48 
Cyclopropanecarboxvlic acid [3-(5-ethoxv-6-ethvl-lH-benzoimidazol'2'Vn-l- 
rtetrahvdropvran-2-ylV 1 H-pvrazol-4-vnamide 




A solution of 3-(5-cthoxy-6-ethyl-lH-ben2oimida2oI-2-yl)-l-(tetrahydropyran-2-yl)-lH-pyrazol-4- 
ylamine [0.3 g, Reference Example 49(a)] and triethylamine (0.8 mL, excess) in tetrahydrofuran 
(20mL) was treated dropwise with cyclopropanccarbonyl chloride (0.3 g, 2,4 mmol). This mixture was 
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10 



15 



stirred for 48 hours then diluted with aqueous sodium bicarbonate solution ( 1 00 mL) and then 
extracted twice with ethyl acetate (lOOml.). The combined extracts were evaporated and the residue 
was dissolved in tetrahydrofuran (50mL). This solution was treated with a solution of potassium 
hydroxide (I. I g) in ethanol (10 mL) and the mixture was stirred for 2 hours, then poured into water 
( 1 00 niL) and then extracted twice with ethyl acetate ( lOOmL). The combined extracts were evaporated 
and the residue was chromatographed on silica gel eluting widi a mixture of heptane and ethyl acetate 
( l/l, v/v) to give cvclopropanecarboxvlic acid r3-f 5-€thoxv-6-ethvl' I H-benzoimidazol-2-vlV I > 
f tetrahvdropvran-2-vn- 1 H-pvrazoM-vllamide (0.3g) as an off-white solid. LC-MS (Method E): R7= 

2.99 minutes, 424 (M+H)t 

(b) 4>Methvlpiperazine- 1 -carboxvlic acid f 3-( 1 .5.6 J-tetrahvdro- 1 ,3-dia2a-s-indacen-2-vl V 1 - 
f tetrahvdropvran-2-vl V I H-pvrazoM-vllamide 



By proceeding in a similar manner to Reference Example 48(a) above but (i) treating a solution of 

3- ( K5,6,7-tetrahydro- 1 ,3Hdia2a-s-indacen-2-yl)- 1 -(tetrahydropyran-2-yl)- IH-pyrazoM-ylamine 
[302mg, Reference Example 49(d)] and triethy [amine (0.94g, 10 eq) in tetrahydrofuran (10 mL) with 

4- methyIpiperazine-l-carbonyl chloride (930mg, 4.67 mmol), (ii) stirring the mixture at 45°C for 4 
hours, then at 55°C for 1 hour, (iii) treating the cooled reaction mixture with aqueous sodium 
bicarbonate (200mL) and extracting this mixture three times with ethyl acetate (lOOmL), and (iv) 
evaporating the combined extracts and chromatographing the residue on silica gel (ethyl 
acetate/gradient 5-20% methanol) there was prepared 4-methvlpipera2ine-l -carboxvlic acid r3-rL5.6>7- 
tetrahvdro-1.3-diaza-s-indacen-2-vn-l-(tetrahvdropvran-2-vlVlH-pvrazol-4-vllamide (189mg^ as a 

purple solid. LC-MS (Method F): Rj = 2.28 minutes, 450 (M+H)"^. 




25 



(c) 



I . I -Dimeth vl-3-r3-( 1 .5.6.7-tetrahvdro-s-i ndacen-2-vl )- 1 -( letrah vdrop vran-2-vn- 1 H-pvrazol-4- 
yllurea 
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By proceeding in a similar manner to Reference Example 48(b) above but using dimethylcarbamyl 
chloride (4 eq) there was prepared Ll-dimcthvl-3-f3-fl,5.6.7-tetrahvdro-s-indacen-2-vn-l- 
(tetrahvdrop vran-2-vlV 1 H>pvrazoM-vllurea as a beige foam. LC-MS (Method F): Rj = 3.22 minutes, 

5 395 (M+H)^. 

(d) Cvclopropanecarboxvlic acid r3-(6-ethoxv-5-fluoro-lH-benziniidazol-2-vlVl-ftetrahvdropvran- 
2-vn-l H-pvrazol-4-vl1amide 



10 By proceeding in a similar manner to Reference Example 48(a) above but using 6-ethoxy-5-fluoro-2[4- 
amino-l-(tetrahydropyran-2-yl)-lH-pyrazole>3-yl]-lH-benzimidazole [0.45g, Reference Example 
49(e)] and subjecting the reaction product to chromatography on silica gel (heptane/ethyl acetate, 
7/3,v/v) there was prepared cyclopropanecarboxvlic acid r3-('6-ethoxv-5-fluoro- 1 H-benzimidazol-2-vn- 
Ntorahvdropvran-2-vn-lH-pvrazol-4-vnamide (90mg). LC-MS (Method G): Rx = 8.1 minutes, 414 




HN 




15 (M+H)+ 



(e) Tetrahvdropvran-4>carboxvlic acid f3-(6-ethoxv-5-fluoro-lH-benzimidazol-2-vlV-l- 
(tetrahvdropvran-2-vn-lH-pvrazole-4-vnamide 
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By proceeding in a similar manner to Reference Example 48(a) above but using 6-ethoxy-5-fluoro-2[4- 
amino-l-(tetrahydropyran-2-yI)-lH-pyrazole-3-yl]-lH-benzimida2ole [0;45g, Reference Example 
49(e)] and tetrahydropyran-4-carbonyl chloride (0.1 35g) and subjecting the reaction product to 
5 chromatography on silica gel (heptane/ethyl acetate, 7/3,v/v) there was prepared tetrahvdropvran-4- 
carboxvlic acid f 3-( 6-ethoxv-5-fluoro-l tf-benzimidazol-2-vlV I -( tetrahvdropyran'2-vn-l H-pvrazole-4- 

vllamide ( 120mg). LC-MS (Method G): Rj - 8.05 minutes, 458 (M+H)+ 

(f) Morpholine-4-carboxvlic acidr3-(6-cthoxv-5-fluoro-lH-benzimidazol-2-vl)-14tetrahvdropyran- 
10 2-vlVlH-pvra2ol-4-vnamide 




By proceeding in a similar manner to Reference Example 48(a) above but (i) treating 6-ethoxy-5- 
fluoro-2[4-amino-l-(tetrahydropyran-2-yl)-lH-pyrazole-3-yl]-lH-ben2imidazole [90mg, Reference 
Example 49(e)] and diisopropylethylamine (168mg) in tetrahydrofuran (4 mL) with morphoiine-4- 
15 carbonyl chloride (194mg) for 2 days at ambient temperature, and (ii) subjecting the reaction product 
to chromatography on silica gel (heptane/ethyl acetate, 2/l,v/v), there was prepared morDho1ine-4- 
carboxvlicacidf3-(6-ethoxv-5-fluoro-lH-benzimidazoN2-vn*l-(tetrahvdropvran-2-vl)-lH>pvrazol-4- 

vllamide (140 mg). LC-MS (Method G): Rj = 7.85 minutes, 459 (M+H)+. 
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(g) Piperidine-4-carboxvlic acidr3-f6-ethoxv-5-fluoro-lH-ben2imidazol-2-yl)-l-(tetrahvdropvran- 
2-vl V 1 H-pvrazol-4>vl1amide 




By proceeding in a similar manner to Reference Example 48(f) above but using piperidine-l-carbonyl 
5 chloride (1 91 mg) there was prepared piperidine-4>carboxvHc acidr3-f6-ethoxy-5-fluoro-lH- 

ben2imidazol-2-vn-l-(tetrahvdropvran-2-vlVlH-pvrazoM-vl1amide (127mg). T.C-MS (Method G): Ry 

= 8.2 minutes, 457 (M+H)+. 

(h) 3-f 6-Ethoxv-5*fluoro-^ IH-benzimida2ol-2'ylVMtetrahvdropyran-2-vn-l H-pvrazoM-vr)-l , i- 
10 diethvlurea 



HN 




IS 



By proceeding in a similar manner to Reference Example 48(f) above but using diethylcaibamyi 
chloride (I75mg) there was prepared 3-r6-ethoxv-5''fluoro-lH-benzimidazol-2-vlVI'(tetrahvdropvran- 

2-vlViH-Dvra2oM-vn-U-diethviurea (1 lOmg). LC-MS (Method G) Rj = 7.9 minutes, 445 (M+H)+ 

(i) 4-(ff2.4-Dimethoxv-benzylWmorphoh'ne-4-carbonvl)-aminol-methvlK]-ftetrahvdro-Dvran-2- 
vn-lH-pvra2ole-3-carboxvlic acid 
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By proceeding in a similar manner to Reference Example 48(a) above but (i) using 4-[(2,4-dimethoxy- 
ben2ylamina]-methyl}-l-(tetrahydro-pyran-2-yI)-lH-pyrazole-3-carboxyiic acid ethyl ester (829mg, 
Reference Example 60) and 4-morpholinecarbonyl chloride (0.96ml), and (ii) subjecting the reaction 
5 product to flash chromatography on silica eluting with ethyl acetate, there was prepared 4'{rf2.4- 

dimethox v-benzvlHmorphol i ne-4-ca rbony n-amino1-methvl \ - 1 4tetrahvdr0'pyran"2-y H- 1 H-pvrazole-3- 
carboxvlic acid (595mg) as a colourless oil. LC-MS (Method B): Rj = 2.96 minutes, 5 1 7.30 (M+H)+ 

(j) 3-f 3^ 5-Difluoromethox v-1 H-benzoimida2ol-2-vl V 1 -( tetrahvdro-pvran-2-vl V 1 H-pvrazoM-vll- 
10 IJ^iethvl-urea 




' By proceeding in a manner similar to Reference Example 48(a) above but using 3-(5-dif1uoromethoxy- 
1 H-bcnzoimidazol-2-yl)-l -(tetrahydro-pyran-2-yl)-l H-pyrazoM-ylamine [Reference Example 49(g)] 
and diethylcarbamyl chloride, there was prepared 3«f 3-f S-difluoromethoxy-l H-ben7oimida2ol-2-vl V I - 
15 ftetrahvdro-pvran-2-vlVlI-I-pvrazoM-vl1-Kl-diethyl-urea f220mg) as a pale brown solid. LC-MS 

(METHOD K): Rj = 4.02 minutes, 447.27 (M-H)". 



(k) Piperidinc- 1 -carbox vl ic acid f 3-r 5-di fluoromethox v- 1 H-benzoimidazol-2>vn' 1 tetrahvdro- 
pvran-2'vn- 1 H-pyrazoM-vll-amide 
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By proceeding in a manner similar to Reference Example 48(j) above but using piperidine-l-carbonyl 



chloride there was prepared piperidine-l-carboxvlic acid f345-difluoromethoxv*IH-ben2oimida2ol-2 
vIV I -(tetrahvdro-pvran-2-y!)-1 H-pvrazoi-4-vl1-amide (220mg) as a pale brown solid. LC-MS 

5 (METHOD N): Rj = 4.07 minutes, 459.28 (M-H)-. 

REFERENCE EXAMPLE 49 
(a) 3-(5-Ethoxv-6-ethvl'IH-benzoimida2ol-2-vn-l-(tetrahvdropvran-2-vlVlH-pvrazoM-vlamine 



carbon (0. Ig, 10%) and mixture was hydrogenated at atmospheric piressure (balloon) for 4 days. The 
catalyst was filtered off, the filtrate was evaporated and the residue was chromatographed on silica gel 
15 (ethyl acetate with gradient of 0-10% methanol) to give 3-(5-ethoxy-6-cthyl-]H-benzoimidazol"2-vl)-l« 
f tetrahvdropyran-2-vlVl II-pvrazol-4-vlamine ( 0.3g> as a solid. LC-MS (Method E): Rj 2. 15 minutes, 

356(M+H)+ 

(b) 4-chloro-5-methoxvbenzene- 1 ,2-diamine 



10 




A solution of 5-ethoxy-6-ethyl -2-(4-nitro-l-(tetrahydropyran-2-yl)-lH-pyrazol-3-yl]-IH- 

benzoimidazole [0.8g, Reference Example 50(a)] in ethanol (lOOmL) was treated with palladium on 
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By proceeding in a similar manner to Reference Example 49 (a) above, but using 5-chloro-4-methoxy- 
2-nitrophenylamine [Reference Example 31(h)] and subjecting the reaction product to chromatography 
on silica gel (ethyl acetate with gradient of 40*>o to 0% heptane) there was prepared 4-chloro-5- 
methoxvbenzene-1 .2-diamine (1 .0 g) as an orange solid. MS: 173 (M+H)*^. 

5 

(c) 4-ethoxv-5-eth vUbenzene- 1 .2-diamine 



By proceeding in a similar manner to Reference Example 49(a) above, but using 4-ethoxy-5-ethyl-2- 
nitrophenylamine [Reference Example 3 1(g)] and subjecting the reaction product to chromatography 
10 on silica gel etuting with ethyl acetate there was prepared 4*ethoxv-5-ethvl-benzene- 1 .2-diamine as a 

dark solid. LC-MS (Method E): Rj = 8.434 minutes, 1 80 (M+H)+. 

(d) 3-(L5.6.7-tetrahvdro-I.3-diaza-s-indacen-2-vn-l-ftetrahvdropvran-2-vn-lH-pvra2oM-ylamine 



15 By proceeding in a similar manner to Reference Example 49(a) above, but <i) using a solution of 2-[4- 
nitro- J -(tetrahydropyran-2-yl)- 1 H-pyrazol-3-yl]- 1 ,5,6,7-tetrahydro- 1 ,3-diaza-s-indacene [4. 1 g. 
Reference Example 50(b)] in ethanol (120 mL) and 5% palladium on carbon (320 mg), and (ii) using a 



s-indacen-2-vn-l-(tetrahvdropvran-2-vn- 1 H-pyrazoM-vlamine (368 mg) as a brown solid. LC (Method 
20 G): Rt = 3.079 minutes, 324 (M+H)+and 346 (M+Na)+. 

(e) 6-Ethoxv«5-fluoro-2r4-amino-l-{tetrahvdropvran-2-vlVlH-pvrazol€»3-vn-IH-ben2imidazole 





Parr hydrogenation apparatus at 60 psi for 1 8 hours there was prepared 3-f I >5.6.7-tetrahvdro- 1 .3-dia7a- 




25 



By proceeding in a similar manner to Reference Example 49(a) above, but using 6-ethoxy-5-fluoro-2- 
[4-nitro-l-(tetrahydropyran-2-yl)-IH-benzimidazole [1.2g, Reference Example 50(c)] there was 
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prepared 6-€thoxv-5'fluoro-2f4-amino- 1 -(tetrahvdrQpvran-2>vn-i H-pvrazole-3-viVl H-benzimidazoIe 
( 1 .2g). LC-MS (Method G): Rj = 6.74 minutes, 346 (M+H)+. 



(f) 4-Methanesuifonvl-ben2ene-],2-diamine 



By proceeding in a similar manner to Reference Example 49(a) above, but using N* I *-benzyl-4- 
methanesulfonyl-benzene- 1 ,2-diamine [Reference Example 65] there was prepared 4-methanesulfonyl- 
benzene-1.2-diamine as a white solid. LC-MS (METHOD J): Rj = 0.98 minutes, 187.32 (M-KH)+. 



10 (g) 3-(5-DifluQromethoxv-l H-benzoimida2ol-2-vn-l -ftetrahvdro>pvran-2-vlV] H-pvra7ol-4- 
vlamine 




By proceeding in a manner similar to Reference Example 49(a) above but using 5-difluoromethoxy-2- 
15 [4-nitro- 1 -(tetrahydro-pyran-2-yl)- 1 H-pyrd2ql-3-yI]- IH-benzoimidazole [Reference Example 50(e)], 
there was prepared 3-r5-difluoromethoxv-lH-benzoimidazol-2-vn«l-ftetrahvdro-pvran-2-vn-lH- 
pvrazoi-4-vlamine (730mg) as a pale brown solid. LC-MS (METHOD N): Rj = 3.27 minutes, 350.29 

(M+H)+ 



20 



(a) 



REFERENCE EXAMPLE 50 
5-Ethoxv-6-cthvi -2-r4-nitro-l-(tetrahvdropvran-2-vh-lH'Dvrazol-3-vll-lH-ben2oimida2ole 



CH3CHp.^-,^^N 



CHjCHj 




A mixture of 4-ethoxy-S-ethyl-benzene>l,2-diainine [O.I8g, Eleference Example 30(s)], 4-nitro-l 
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(tetrahydro-pyran-2-yl)-lH-pyra2ole-3-carbaldehyde [0.225g, Reference Example 6(iii)] and sodium 
bisulfite (0. 12 g, 1.2 mmol) in dimethylfonnamide (lOmL) was heated at J20°C for 1 hour. The 
mixture was cooled, water (100 mL) was added and the aqueous mixture was extracted with twice 
ethyl acetate (50mL). The combined extracts were evaporated and the residue was chromatographed on 
5 silica gel (ethyl acetate with gradient of 20-0% heptane) to give S-ethoxv-6-ethyl -2-r4-nitro-l- 

ftetrahvdropvran-2-vn- 1 H-pvrazol-3-vl1-lH-benzoimidazole (2p0mg) as a solid. LC-MS (Method E) 

Ry =2.85 minutes, 386 (M+H)"*". 

(b) 2-r4-n itro- 1 -( tetrahvdropvran-2-vn- 1 H-pvrazol-3-vll- 1 .5.6.7-tetrahvdro-13-dia2a-s-indacene 



By proceeding in a similar manner to Reference Example 50(a) but using indane-5,6-diamine (l.05g, 
prepared as described by Sui Xiong Cai et el., J.Med.Chem., 1997, 40, pages 730-738) and 4-nitro-l- 
(tetrahydro-pyran-2-yl)-lH-pyra2oIe-3-carbaldehyde [2.5g, Reference Example 6(m)] there was 
prepared 2-f 4-nitro- 1 -f tetrah vdropvran-2-vn- 1 H-pvra7oi-3-vll- 1 .i5.6.7-tetrahvdro- 1 .3-diaza-s-indacene 
15 which was used without father purification. 

(c) 6-Ethoxv-5-fluoro-2-f 4-nitro- 1 -( tetrahvdropvran-2-vn- 1 H-benzimidazoIe 



By proceeding in a similar manner to Reference Example 50(a) but using 4-ethoxy-5-fluoro-benzene- 
20 1,2-diamine (2.2 g, prepared according to the method of Uchida, et al, Chem. Pharm. Bull. 1989, 

volume 37, pages 1517 to 1523) there was prepared 6-ethoxv-5-fluoro-2-f 4-nitro- 1 -f tetrahvdropvran-2- 
yn-IH-benzimidazole . LC-MS (Method G): Rj = 1 minutes, 376 (M+H)"*". 

(d) 5 -Methoxv-2-f4-n itro- 1 -f tctrah vdro-pvran-2-vn- 1 H-pvrazol-S-vll- 1 H-benzoi midazole 



10 




CH3CH2O 



F 
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By proceeding in a similar manner to Reference Example 50(a) but using 4-methoxy-l,2- 
phenylenediamine (1 17mg) there was prepared 5-methoxv-2-[4-nitro- 1 -((etrahvdro-pvran-2-vl)-lH- 
pvra2ol-3-vn-lH-benzoimidazole (282mg) as a deep red oil. LC-MS (Method H): Rj = 2.02 minutes, 

5 344.2 1 (M+H)+ 342.24 (M-H)'. 

(e) 5-Difluoromethoxv~2-r4-n itro- 1 -f tetrahvdro-pyran-2-Yn- 1 H-pyrazol-3-v!]- 1 H-benzoimidazole 




By proceeding in a manner similar to Reference Example 50(a) above but using difluoromethoxy- 
10 benzene- 1, 2-di amine [Reference Example 30(y)] and 4-nitro-l-(tetrahydropyran-2-yl)-lH-pyrazole-3- 
carbaldehyde [Reference_Example 6(m)], there was prepared 5-difluoromethoxv-2-f4-nitro-]- 
(tetrahvdro-pyran-2-vl>-iH-pvrazol-3-vn-lII-benzoimidazole (910mg) as a pale brown solid. LC-MS 

(METHOD N): Rj ^ 3.40 minutes, 380.22 (M+H)-^. 

15 REFERENCE EXAMPLE 51 

l-Ethoxv-2 -ethyl benzene 

To a solution of 2-«thylphenol (6.9g, 56.5 mmol), triphenylphosphine (15.7 g, 60 mmol) and ethanol<6 
mL, excess) in tetrahydroiuran (lOOmL) was added dropwise DIAD (I2.1g, 60 mmol). After stirring 
for 1 8 hours, mixture was evaporated and the residue was chromatographed on silica gel (heptane/ethyl 
20 acetate 9/1) to give l-ethoxv-2-ethvl benzene (7.2g) as a clear liquid. GC-MS shoves one peak, Rj = 

5.6 minutes. MS 1 50 (M+). 

REFERENCE EXAMPLE 52 
N-(3-Chloro-4-methoxvphenvl)acetamide 
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A solution of 3-chIoro-4-methoxyphenylamine (6.3g) and triethylamine (4.04g) in dichioromcthane 
(100 mL) was chilled in an ice bath, acetyl chloride (3.45g) was added dropwise and the mixture was 
stirred at ambient temperature overnight. The reaction mixture was extracted with water (2X30 mL) 
and brine (2X30 mL) and the organic layer was dried with magnesium sulfate. The drying agent was 
removed by filtration and the filtrate was evaporated to give N-(3-chloro-4-methoxvphenvnacetamide 
(7.45g) as a dark oil, which solidified on standing. MS: 200 (M+H)**". 

REFERENCE EXAMPLE S3 
r4-Nitro-Mtetrahvdro-pvran-2>vn-lH-Dvrazol-3-vn-methanol 

HOCH^ NO2 



A stirred solution of 4-nilro-l-(tetrahydro-pyran-2-yl)-lH-pyrazole-3-carboxylic acid methyl ester 
[SOOmg, Reference Example 54(a)] in tetrahydrofiiran (20ml) under nitrogen at -78*'C was treated 
dropwise with a solution of diisobutylaluminium hydride in tetrahydrofiiran (8.82ml, IM). The 
reaction mixture was stirred at room temperature for 1.5 hours. The reaction mixture was taken up in 
diethyl ether (100ml) and quenched with water (150ml). The resulting suspension was filtered through 
celite and the organic layer was collected from the filtrate, then dried over magnesium sulfate and then 
evaporated to yield r4-nitro-l-(tctrahydro-pYran-2-vl)-lH-pvra2ol-3-vll-methanol ( 349mg) as a peach 

oil. LC-MS (Method H): Rj- 2.08 minutes, 250.29 (M+H+Na)+ 

REFERENCE EXAMPLE 54 
(a) 4-Nitro-l-(tetrahvdro-pvran-2-vn>lH-pvrazole-3-carboxvlic acid methyl ester 



A suspension of 4-nitro-lH-pyrazole-3-carboxylic acid methyl ester (1.3g, Reference Example 55) and 
p-toluene sulfonic acid (144mg) in chloroform (30ml) at OT was treated with 3,4-dihydropyran 
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(1.04ml) dropwise. The reaction mixture was allowed to warm to room temperature overnight. The 
reaction mixture was washed with saturated sodium bicarbonate (40ml) and water (3 x 40ml). The 
combined aqueous layers were extracted with dichloromethane (3 x 60ml). The organic layers were 
combined, dried over magnesium sulfate and concentrated io yield 4'nitrO' 1 -( tetrahvdro-Dvran-2-vn- 
lH-pvrazole-3-carboxvlic acid methyl ester (2.23g) as a viscous brown oil. LC-MS (Method H): Rj' 

2.79 minutes, 278.2 1 (M+H+Na)+. 

(b) 4-Formvl-Mtetrahvdro-nvran-2-vn-'lH-pvrazole-3-carboxvlic acid ethvl ester 

O 




10 By proceeding in a manner similar to Reference Example 54(a) above but using 4-foniiyl-lH-pyra2ole- 

3- carboxy]ic acid ethyl ester (lOOmg, Reference Example 57) there was prepared 4-formvl-l- 
(tetrahvdro-pvran-2-vn-lH'Pvra2ole"3-carboxylic acid ethvl ester ( 1 70mg) was prepared as a viscous 

yellow oil. LC-MS (Method J): Rj = 3.29 minutes, 275.30 (M+H4-Na)+ 

15 REFERENCE EXAMPLE 55 

4- Nitro-lH-pvrazole-3-carboxviic acid methvl ester 

CH3O- ' 




A stirred suspension of 4-nitro-3-pyra2olecarboxylic acid (Ig) in dichloromethane under nitrogen at 
0*^C was treated with oxalyl chloride (l.l 1ml) followed by dimethylfomiamide (5drops), The reaction 
20 mixture was warmed to room temperature and stirred overnight. Methanol (lOml) was added and the 
reaction mixture was stirred overnight. The solvent was removed under reduced pressure and 
azeotroped with toluene twice to yield 4-nitro-lH'pvra2ole>3-carboxvlic acid methvl ester (1.3g) as a 

pale green solid. LC-MS (Method H): Rj = 1.94 minutes. 170.23 (M-M)-. 



25 



REFERENCE EXAMPLE 56 



wo 03/035065 



PCT/GB02/04763 



-551- 



(a) 



l-Methoxv>2-merhvl-4-nitrobenzene 




NO2 



10 



15 



20 



2-Methylanisole (2.5ml) in acetic acid (HOml) and dichloromethane (150ml) was cooled to 15^C, 
Concentrated nitric acid (20ml) was added slowly keeping the temperature of the reaction below 40"C. 
I he reaction was stirred at ambient temperature for 30 minutes and cooled to O^C before adding fuming 
nitric acid (50ml) dropwise. The reaction mixture was allowed to warm to ambient temperature slowly 
and stirred for a further 4 days. The reaction mixture was poured onto ice water (600ml) and the 
organic layer was washed with water (2 x 40ml) and saturated sodium hydrogencarbonate (2 x 40ml), 
dried over magnesium sulfate and concentrated. The residual deep red solid was subjected to flash 
silica chromatography on silica eluting with isohexane/ethyl acetate (9:1) to (7:3) to yield l-methoxv- 
2-methvM-nitrobenzene (2.70g) as an off white solid. LC-MS (Method J): Rj = 3.74 minutes, 168.27 

(M+H)+. 

(b) 5,6-Dinitro-benzor 1 .31dioxole 



By proceeding in a manner similar to Reference Example 56(a) above but using 
1,2-melhylenedioxybenzene there was prepared 5.6-dinitro-ben2or 1 .31dioxole as an orange solid. 
HPLC (Method C): Rj = 2.99 minutes; 490.24 (2M+1). 

REFERENCE EXAMPLE 57 
4>FormvMH-Dvrazole-3-carboxvlic acid ethvl ester 



Phosphorus oxychloride (5.07ml) was added dropwise to di methyl formamide (8.4ml) at O^'C under 
nitrogen. Ethyl pyruvate semicarbazide (4.3g, Reference Example 58) was added portionwise to the 
stirring solution at 0°C under a nitrogen positive pressure. The reaction mixture was heated at 60*C for 
2.5 hours and cooled to ambient temperature before pouring slowly onto ice (30g). The pH of the 
reaction mixture was adjusted to pH12 with 6.25M sodium hydroxide solution whilst maintaining the 





H 
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temperature at 0**C. The aqueous reaction mixture was heated at 60**C for 5 minutes and cooled to O^C. 
The pH was re-adjusted to pH6 with I M hydrochloric acid. The resulting precipitate which formed 
after 1 hour was collected by filtration to yield 4-formvl-[H-pvra2o1e-3<arboxvlic acid ethyl ester 

(1.02g) as a pale yellow solid. LC-MS (Method J): Rj« 2.55 minutes, 169.27 (M+H)+ 167.30 (M- 
H)-. 



Ethyl pyruvate semicarbazide 



REFERENCE EXAMPLE 58 



N 




10 A stirred solution of semicarbazide hydrochloride (11 . Ig) and sodium acetate (8.2g) in water (250m!) 
was treated with ethyl pyruvate (10.9ml) in one portion. The resulting white precipitate was collected 
by filtration to yield ethyl pyruvate semicarbazide (16.59g) as a white powder. LC-MS (Method J): 
RX = 2.38 minutes, 1 74.3 1 (M+H)-**, 1 72.32 (M-H)". 



15 REFERENCE EXAMPLE 59 

Morpholine'4-carboxylic acid (2,4>dimethoxv-benzyn-f3-<^5,6-dimethvl-l H-benzoimidazol-2-vl)-l- 
(tetrahvdro-pyran-2"vn-lH-pyrazol-4-vlmethvl]-amide 



OMe 




A stirred solution of (332mg, Reference Example 39(b)] in acetic acid (5ml) was heated at 120*'C for 5 
20 minutes in a Personal Chemistry Smith Creator microwave. The mixtures from five reactions were 
combined and the solvent removed in vacuo to yield morpholine-4-carboxylic acid f2.4-dimethoxV" 
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benzvlVr3-f 5.6-dtmethvl- lH-ben2oimidazol-2-vl V I-rtetrahvdro-pvran-2-vlVlHH)vra2ol-4-v!methvn- 
amide (1.22g) as a dark yellow oil. LC-MS (Method J): R7= 2.70 minutes, 589.63 (M-i-H)+. 

REFERENCE EXAMPLE 60 
4-([(2,4-Dimethoxv-benzvlV(morpholine-4>carbonvlVaminol-methvU-l-(tetrahvdro-pvran-2-^ 
pyrazole'3-carboxvlic acid ethvl ester 

OCH3 




A stirred solution of 4-[(2,4-dimethoxy-benzyiamino)-methyl]-l-{tetrahydro-pyran-2-yl)-lH-pyra2oie- 
3-carboxylic acid ethyl ester [ Ig. Reference Example 54(b)] in telrahydrofuran (25ml) was treated with 
2,4-dimethyoxyben7ylamine (0.596ml). After stirring for 12 hours sodium triacetoxyborohydride 
(1.68g) was added to the reaction mixture and the reaction mixture was stinred for a further 1 hour 
before partitioning between ethyl acetate (200ml) and saturated sodium hydrogencarbonate (200ml). 
The aqueous layer was extracted twice with ethyl acetate (1 00ml) and the combined organic layers 
were dried over magnesium sulfate and then concentrated in vacuo to yield 4-([f2,4-dimethoxy' 
benzvlKmorphonne-4-carbonyiVamino1-methv!)-l-ftetrahvdro-Dvran-2-vn-IH-pvra2ole-3-carboxvnc 

acid ethvl ester (1.66g) as a yellow oil, LX^-MS (Method B): Rj^ 2.27 minutes, 404.17 (M+H)"^. 



REFERENCE EXAMPLE 6 1 
4-Amino-N-benzvl-3-nitro-ben2enesulfonamide 




To a stirred suspension of (4-BenzylsuIfamoyl-2-nitro-phenyl)-carbamic acid ethyl ester (1.50g, 
Reference Example 62) in ethanol (30ml) was added 2M sodium hydroxide solution (5.93ml) and the 
reaction heated at 75^0 for 2 hours. The reaction mixture was cooled to ambient temperature, poured 
onto ice-water and acidified to pH3 with 2M hydrochloric acid (30ml). The resultant precipitate was 
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collecled by filtration and dried in vacuo to nivc 4'amino-N'benzvl-3>nitro-benzenesulfonamide 
(l.Olg) as a yellow solid, LC-MS (METHOD J): Rj « 3.4 1 minutes, 308.22 (M+H)+ 

REFERENCE EXAMPLE 62 
5 (4-Benzvlsulfamovl-2'nitro-phenvn-carbamic acid ethvl ester 




To a stirred solution of (4-chlorosulfonyl-2-nitro-phenyl)-carbaniic acid ethyl ester (2g, Reference 
Example 63) in dichloromethane (50ml) at (fCy under a nitrogen atmosphere, was added 
diisopropylethyiamine (2.71ml) and benzylamine (0.850ml). The reaction was warmed to ambient 
10 temperature and stirred for 12 hours. The reaction mixture was then washed with water (2x20ml) and 
brine (2x20ml), dried over magnesium sulfate, filtered and the filtrate concentrated in vacuo to give the 

title compound (2.29g) as a brown solid. LC-MS (METHOD J): Rj = 3.83 minutes, 380.12 (M+H)"*". 

REFERENCE EXAMPLE 63 
15 (4-Chlorosulfonvl-2-nitro-phenvn-carbamic acid ethvl ester 




To a stirred suspension of (4-chlorosulfonyl-phenyl)-carbamic acid ethyl ester (5g, Reference Example 
20 64) in concentrated sulfuric acid (25ml) at 0**C, was added dropwise a suspension of sodium nitrate 
(1.6lg) in concenlrated sulfuric acid and the reaction stirred for 3 hours. The reaction mixture was 
then poured onto ice, the resultant precipitate collected by filtration and dried in vacuo to give 
(4-chlorosulfQnvl'2-nitro-phenvl)-carbamic acid ethyl ester 1 4.80a) as a yellow solid. LC-MS 

(METHOD B): Rj = 3,32 minutes. 307.08 (M-H)-. 



REFERENCE EXAMPLE 64 
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(4-Chlorosulfonvl-Dhenvn'Carbamic acid ethvi ester 




OCII^CHj 



To a stirred solution of chlorosulfonic acid (20ml) at 0°C, was added iV-phenylurethane (9.90g) at such 
a rate that the temperature did not exceed 20°C. The reaction was then heated at 60"C for 3 hours, 
5 cooled to ambient temperature and poured carefully onto ice. The resultant precipitate was collected 
by filtration and dried in vacuo to give (4-chlorosulfonvl-phenvn<arbamic acid ethvl ester n4.50g) as 
an off-white solid. LC-MS (METHOD B): Rj = 3.1 1 minutes, 284.23 (M+H)+ 



A stirred solution of benzyl-(4-methanesulfonyl-2-nitro-phenyl)-amine (0.300g, Reference Example 
66) and tin chloride (1.86g) in ethanol (5 ml) was heated in a Smith Creator microwave at I40"C for 10 
minutes. The reaction mixture was basified using saturated sodium hydrogen carbonate solution to pH 
15 8 and extracted with ethyl acetate. The organic layer was dried over magnesium sulfate and 

concentrated to give N* 1 *-benzvl-4-methanesulfonvl-benzene-1.2-diamine (0.255g) as a pale brown 

solid. LC-MS (METHOD B): Rj = 2.74 minutes, 275.20 (M-H)'. 



REFERENCE EXAMPLE 65 



10 N* I ♦-Benzv!-4-methanesulfonvl-benzene-i.2-diamine 




O 



REFERENCE EXAMPLE 66 



20 Benzvl-(4-methanesulfonvl-2-nitrO"phenvn-amine 

Ox . 0 




To a stirred suspension of (4-fluoro-2-nitrophenyl)methylsulfone (0.50g) and sodium hydrogen 
carbonate (0.575g) in ethanol and water (3:2) (30ml) was added benzyiamine (0.374ml) and the 



r 
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10 



15 



20 



reaction stirred for 16 hours. The reaction mixture was then poured onto ice water, the resultant 
precipitate collected by filtration and dried in vacuo to give benzvl-f4-methanesulfonvl-2-nitro- 
phenvn-amine (0.660g) as a yellow solid. LC-MS (METHOD B): Rj 2.97 minutes, 307.04 (M+H)+ 

REFERENCE EXAMPLE 67 
4-[2-G>4-Dinitro-phenoxv)-clhvll-morpholine 



A mixture of 3,4-dinitrophenol (250mg), 4-(2-chioroelhyl)morpholine hydrochloride (252mg) and 
potassium carbonate (375mg) in dimethylformaraide (3ml) was heated at 120**C for 20 minutes in a 
Personal Chemistry Smith Creator microwave. The reaction mixture was partitioned between ethyl 
acetate and water and the organic layer dried over magnesium sulfate, filtered and the fihrate 
concentrated in vacuo to give 4-f243.4-dinitro-Dhenoxv)-ethvn-morpholine (3 19mg) as a yellow oil 
LC-MS (METHOD B): Rx = 2. 1 3 minutes, 298 (M+H)+ 

REFERENCE EXAMPLE 68 

3-FormYl- 1 H-inda2ole>5<arbonitrile 



To a suspension of 5-cyanoindole (3.93g) and sodium nitrite (19.07g) in water was added 6M 
hydrochloric acid slowly until the pH was less than 2. The suspension was then stirred for 3 hours at 
ambient temperature. The mixture was then extracted with ethyl acetate, dried over magnesium 
sulfate, filtered and the filtrate concentrated in vacuo to give 3'formvl-l H-indazole-S-carbonitrile 
(4.5g) as a pale brown solid. LC-MS (METHOD B): Rj = 2.47 minutes, 172.29 (M+H)"*". 

IN VITRO TEST PROCEDURES 

A. TN VITRO TEST PROCEDURES FOR SYK 





30 
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I . Inhibitory effects of compounds on SYK kinase 

Inhibitory effects of compounds on SYK kinase were determined using a time-resolved fluorescent 
assay. 

5 The catalytic domain of SYK kinase (residues A340-N635 ) was expressed as a fusion protein in yeast 
cells and purified to homogeneity. Kinase activity was determined in 50mM Tris-HCl buffer pH 7.0 
containing SOmM NaCI, 5mM MgCl2, 5mM MnCl2, l^M adenosine triphosphate and IO^lM synthetic 
peptide Biotin-( p-Alanine)3-DEEDY£IPP-NH2. Enzyme reactions were terminated by the addition of 
buffer containing 0.4M KF, 1 33mM EDTA, pH 7.0, containing a streptavidin-XL665 conjugate and a 

10 monoclonal phosphospecfic antibody conjugated to a europium cryptate (Eu-K). Features of the two 
fluorophores, XL-665 and Eu-K are given in CMathis et a!,. Anticancer Research, 1997, 17, pages 
301 1-3014. The specific long time signal of XL-665, produced only when the synthetic peptide is 
phosphorylated by SYK, was measured on a Packard Discovery Microplate analyzer or on an LJL 
Biosystems Analyst AD microplate reader. Inhibition of SYK activity with compounds of the 

15 invention was expressed as percentage inhibition of control activity exhibited in the absence of test 
compounds. Particular compounds of the invention inhibit SYK activity with IC50*s in the range 100 
micromolar to 0. 1 nanomolar Preferred compounds of the invention inhibit SYK activity with IC5o*s 

in the range 5000 nanomolar to 0. 1 nanomolar. Particularly preferred compounds of the invention 
inhibit SYK activity with IC5Q*s in the range 1 000 nanomolar to 0.1 nanomolar. Especially preferred 

20 compounds of the invention inhibit SYK activity with IC50'S in the range 100 nanomolar to 0.1 

nanomolar. More especially preferred compounds of the invention inhibit SYK activity with IC50'S in 

the range 10 nanomolar to 0. 1 nanomolar. 

25 2. Antigen-induced de&ranulation of Rat Bosophilic leukemia (RED cells as measured bv 
I^H] 5-hvdoxvtrvptamine (serotonin^ release 

2. 1 Cell culture, labelling of RBL-2H3 cells and performance of assay. 

30 Method A: For each 24-well culture plate to be set up, 6x10^ cells RBL-2H3 cells were washed and 
resuspended in 15 mL DMEM-10 containing 25jil of ImCi/ mL [^HJ-serotonin (O.SjiCi/ mL final 
concentration) and I \xg/ mL ( l5mL) of anti-DNP lg£. 0.5 mL of cell suspension was added into each 
well of a 24-well plate. Cells were incubated for 2 days at 37^0, until they have reached confluence. 
The medium was gently aspirated from each well and the cells were then washed with assay buffer. A 
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final volume of 200mL of assay buffer (+ or - the test compounds at the appropriate concentrations) 
was then added to each of three replicate wells. lOOng/ mL of DNP (antigen) was then added to all 
wells (excluding negative control wells i.e. to measure spontaneous [^HJ-serotonin release in the 
absence of receptor cross-linking). The cells were incubated for 30 minutes at 37**C and the reaction 
5 was stopped by transferring 100^1 of the supernatant from each sample into a liquid scintillation 

microtitre plate kept on ice. 200^1 of scintillant-40 was then added to each well of the microtitre plate 
and the plate was read on a Topcount Liquid Scintillation Counter. 

Method B: RBL-2H3 cells are maintained in T75 flasks at 37*C and 5%C02, and passaged every 3-4 

10 days. To harvest cells, 5 ml (rypsin-EDTA is used to rinse the flask once, then 5 ml trypsin is added to 
each flask, and incubated at room temperature for 2 minutes. Cells are transferred to a mbe with 14ml 
medium, spun down at 1 100 rpm RT for 5 minutes and re.suspended at 2xl05/ml. Cells are sensitized 
by adding of DNP-specific IgE (1 mg/ml stock solution) to every 10 ml of cells. 200^1 of cells are 
added to each well of a flat-bottom 96 well plate (40,000 cells/well), and the plate incubated overnight 

15 at 37°C and 5%C02. The next day compounds are prepared in 100% DMSO at lOmM. Each 

compound is then diluted 1 : 100 in assay buffer and then diluted further in 1% DMSO-assay bufl'er to 
obtain final concentrations of 0.03-30jiM. SO^I assay buffer (blank's Balanced Salt Solution with 
Ca**/Mg**, 2 mg/ml glucose, 0.03% BSA) is added to each well, followed by iO\i\ of diluted 
compound. Incubation follows for 5 minutes. lO^il of DNP-HSA ( I OOng/ml) is added to each well 

20 and incubated at 37°C (no CO2) for 30 minutes. As one control, 1% DMSO alone (no compound) is 
added to a set of wells to determine total release. As another control, buffer is added instead of DNP- 
HSA to another set of wells to determine the assay background. After 30 minutes incubation, the 
supernatants are transferred to a new 96*well plate. Add 50fil supernatant to each well of an assay 
plate. Add 100^1 of substrate solution (5 mM PNAG in 0.4M citric acid, 0.2M Na2HP04) to each well 

25 and incubate at 37^C for 90 minutes. Add 50^1 of 0.4 M glycine solution to stop the reaction and the 
plate is read at 405 nm on a Molecular Devices SpectraMax 250 plate reader. 

2.2 Calculation of results 

30 Method A 

(i) The mean ± s.e.m. of each set of triplicate wells was calculated. 

(ii) Maximum response was the positive control wells containing antigen (I Ong/mL) but no compound. 

(iii) Minimum response was the control wells containing no antigen and no compound. 

(iv) Using these values as the maximum (100%) and minimum (0%) values respectively, the data was 
35 normalised to give a percentage of the maximum response. 
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(y) A dose response curve was plotted and the TC50 compound was calculated. 
Method B 

(i) The mean ± SD of each set of triplicate wells was calculated. 
5 (ii) Maximum response was the positive control wells containing antigen (lOOng/mL) but no 
compound. 

(iii) Minimum response was the control wells containing buffer (no antigen) and no compound. 

(iv) Using these values as the maximum (100%) and minimum (0%) values respectively, the 
experimental data was calculated to yield a percentage of the maximum response (designated % 

10 control). 

(v) A dose response curve was plotted and the IC50 compound was calculated using Prism 
GraphPad soflware and nonlinear least squares regression analysis. 

B. /N ViTRO TEST PROCEDURHS FOR KDR 

1. Inhibitory effects of compounds on KDR 

The inhibitory effect of the compounds is determined in a lest of phosphoiylation of a substrate by the 
enzyme KDR in vitro by the flasplate technique (96-weil plate, NEN). 
20 The cytoplasmic domain of human KDR enzyme is cloned in the form of a GST fusion into the 
baculovirus expression vector pFastBac. The protein is expressed in the SF21 cells and purified to 
about 60% homogeneity. 

The kinase activity of KDR is measured in 20niM MOPS, lOmM MgC12, lOmM MnCI2, ImM DTT, 
2.5mM EOT A, lOmM P"glycerophosphate, pH 7.2 in the presence of lOmM MgC12, lOO^iM Na3V04, 

25 1 mM NaF. 10^1 of the compound are added to 70^1 of kinase buffer containing lOOng of KDR 
enzyme at A^C. The reaction is initiated by adding 20^1 of solution containing 2p.g of substrate 
(fragment SH2-SH3 of PLCy expressed in the form of a GST fusion protein), 2fiCi y33P[ATP] and 
2\M cold ATP. After incubating for 1 hour at 37*'C, the reaction is quenched by adding 1 volume 
(lOOnO of 200mM EDTA. The incubation buffer is removed and the >yells are washed three times with 

30 300fil of PBS, The radioactivity is measured in each well using a Top Count hDCT instrument 
(Packard). 

Background noise is determined by measuring the radioactivity in wells in quadruplet containing 
radioactive ATP and the substrate alone. 

An activity control is measured in wells in quadruplet containing all the reagents (y33P-[ATP], KDR 
35 and the subistrate PLCy) and in the absence of compound. 
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The inhibition of the KDR activity with the compound of the invention is expressed as a percentage of 
inhibition of the control activity determined in the absence of compound. 
The compound SU5614 (Calbiochem) (IpM) is included in each plate as inhibition control. 
The IC5Q values for the compounds are calculated by plotting the dose-response curves. The iC^Q 
corresponds to the concentration of compound that induces a 50% inhibition of the kinase activity; 
Particular compounds of the invention inhibit KDR activity with IC50'S in the range 100 micromolar to 
10 nanomolar. Preferred compounds of the invention inhibit KDR activity with IC50'S in the range 
3000 nanomolar to 10 nanomolar. Particular preferred compounds of the invention inhibit KDR 
activity with iC^(ys in the range 300 nanomolar to 10 nanomolar. 

11) Cellular activity on endothelial cells 

1) Inhibition of the VHGF-dependent proliferation of HDM£Cs 

The anti-KDR activity of the molecules is assessed by incorporating [14C]-thyraidine into HDMECs 
(Human Dermal Microvascular Endothelial Cells) in response to VEGF. 
HDMECs (Promocell, passage 5 to 7) are inoculated in lOOfil at 5000 cells per well in Cytostar 
(Amersham) 96-well plates precoated with attachment factor (AF, Cascad Biologies) at 37**C, 5% C02, 
on day 1. On day 2, the complete medium (basal medium supplemented with 5% PCS and a mixture of 
growth factors) is replaced with minimum medium (basal medium supplemented with 5% FCS) and Ihe 
cells are incubated for 24 hours. On day 3, the medium is replaced with 200^1 of fresh medium that has 
or has not been supplemented with lOOng/ml of VEGF (R&D System) and containing or not containing 
the compound of the invention and 0.1|iCi [14C]-thymidine. The cells are incubated at 37°C under 5% 
C02 for 4 days. The incorporation of [14C]-thymidine is then quantified by counting the radioactivity. 
The tests are performed in 3 wells. The final concentration of DMSO in the test is 0. 1%. The % of 
inhibition is calculated as follows: [cpm(+VEGF) - cpm (+VEGF + cpd) / cpm(+VEGF) - cpm 
(BM5%FCS)]xlOO. 

2) Inhibition of the production of TF (Tissue factor) by endothelial cells in response to VEGF 

The endothelial cells are inoculated at 20 000 cells per well in a 96-well plate precoated with 
attachment factor. After culturing for 8 hours, the medium is changed and the cells are preincubated 
with the compounds (0. 1 % DMSO fmal) in basal medium for 1 6 hours. The synthesis of the TF (tissue 
factor) is induced by adding VEGF (lOOng/ml fmal). After incubating for 6 hours, the cells are rinsed 
and lysed. The tissue factor is then detected by means of the Imubind ELISA test. 
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3) Effect of the molecules on the VEGF-independent growth of HDMECs 

The HDMECs (5000 cells per well) are inoculated in complete medium in Cytostar (Amersham) 
96-weII plates precoated with attachment factor (AF, Cascad Biologies) at 37°C, 5% C02, on day 1. 
5 The whole medium is then removed and the cells are incubated in 200^1 of complete medium 
containing the molecules of the invention and [14C]-thymidine (O.lfxCi). The incorporation of (he 
[l4C]-thymidine is measured using a Wallac counter after incubating for 3 days: The % of inhibition is 
calculated as follows: [cpm(CM) - cpm (CM + cpd) / cpm(CM)]xl00, 

10 Table 5below gives the results obtained in the above tests for the products indicated as examples in the 
present patent application. 

TABLE 5 





lC5o(nM)on 


% of inhibition of the 


Example 


inhibition of the 


phosphorylation of PLCy by 


No. 


phosphorylation of 






PLCyby KDR 


concentration of lOjlM) 


14 


1.2 




15 


0.8 




16 


2 




20 


3.4 




21 




35 


1 


0.47 




2 


0.45 




3 




91.8 


4 


0.45 




5 




91.9 


6 


0.33 




7 


0.72 




8 


0.67 




9 


0.35 
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10 


0.34 




11 


0.26 




12 


0.16 




13 


0.61 




18 




91.2 


23 


2 
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The pharmacological results obtained in the above tests for products indicated in examples in the 

present application are given in the table 6 below, the degrees of activities of the products being 

indicated by + signs according to the ranges of activity indicated in the table, i.e.: 

+ for an activity of greater than 3 micromolar 

++ for an activity of between 0.3 and 3 micromolar 

-H-+ for an activity of less than 0.3 micromolar 



TABLE 6 









I;'" >-"|AcHvity--;i^-" 'giij 


Example No. 


Molecular formulsu 


; • "M61e6|ila|^ 


I" /H; !v50'^.3ltM 

.prx . Kfij Kjyi S lS-'50 ^ rrr*. 


28 


C22H18N603S 


446.49 


+++ 


29 


C20H21N5O2 


363.42 


++ 


30 


C22H16BrN50 


446.31 


+-H- 


31 


C23H19N503S 


445.50 


+-H- 


32 


C26H19N50 


417.47 


++ 


33 


C23H16F3N50 


435.41 


++ 


34 


C20H15N5OS 


373.44 


++ 


35 


C24H22N60 


410.48 


++ 


36 


C26H30N6O3 


474.56 


++ 


37 


C22H16N603 


412.41 


-H-+ 


38 


C21HI6N60 


368.40 


++ 


39 


C22H16BrN50 


446.31 


++ 


40 


C23H19N502 


397.44 


++ 


41 


C23H17N503 


411.42 


++ 


42 


C24H17N50S 


423.50 


-H- 


43 


C21H19N70 


385.43 


++ 


44 


C23H16F3N502 


451.41 


++ 
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45 


C23H19N50 


381.44 


+++ 


46 


C21HI7N50S 


387.46 


++ 


47 


C23H16F3N50 


435.41 


++ 


48 


C28H21N502 


459.51 


++ 


49 


C23Hi6F3N502 


451.41 


++ 


50 


C21H23N502 


377.45 


++ 


51 


C20H17N7O 


371.40 


-H- 


52 


C25H23N50 


409.49 


++ 


53 


C22H19N502 


385.43 


++ 


54 


C24HI7N50S 


423.50 


-H- 


55 


C26H24N603 


468.52 


++ 


56 


C21H15C1N60 


402.84 


+++ 


57 


C24H17N50S2 


455.56 


++ 


58 


C24HI9N502 


409.45 


+++ 


59 


C23H16N60 


392.42 


++ 


60 


C24H16C1N50S 


457.94 


+ 


61 


C23H16F3N50 


435.41 


+ 


62 


C23H19N50S 


413.50 


f ++ 


63 


C24H17N50S 


423.50 


-H-+ 


64 


C21H21N502 


375.43 


-H- 


65 


C24H19N503 


425.45 


++ 


66 


C20H15N5O2 


357.37 


++ 


67 


C22H16N603 


412.41 


++ 


68 


C20H15N5OS 


373.44 


++ 


69 


C24H21N50 


395.47 


-H- 


70 


C24H19N70 


421.46 


H"l- 


71 


C23H19N50 


381.44 


+++ 


72 


C22H16C1N50 


401.86 


+++ 
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73 


C22H18N603S 


446.49 


++ 


74 


C20H21N5O2 


363.42 


+ 


75 


C22H16BrM50 


446.31 


+ 


76 


C26HI9N50 


417.47 


+ 


77 


C20H15N5OS 


373.44 


+ 


78 


C24H22N60 


410.48 


+ 


79 


C22H16N603 


412.41 


+ 


80 


C2IHI6N60 


368.40 


++ 


81 


C22H16BrN50 


446.31 


+ 


82 


C23H19N502 


397.44 




83 


r24H17N50S 

V'^T 1 lift ^-J\^KJ 


423.50 


+ 


84 


C28H21N502 


459 51 


+ 






451 41 




86 


r21Hl SriN60 


402.84 




O / 








88 




435 41 


+ 


8Q 


CT\W 1 QN50S 


413 50 


\ 1 1 






357 37 


++ 






412.41 


++ 


92 


C24H2iN50 


395.47 


++ 


93 


C22HI6C1N50 


401.86 


+ 


94 


C21H15N50 


353.38 




95 


C22HI7N50 


367.41 


+ 


96 


C23H19N50 


381.44 


+ 


97 


C20H14N4 


310.36 


+ 


98 


C20H12C12N4 


379.25 


+ 


99 


C24Hi6N4 


360.42 


+ 


100 


C20H13FN4 


328.35 


++ 


101 


C20H13C1N4 


344.80 


+ 


102 


C21H16N40 


340.39 


++ 


103 


C20H12C1FN4 


362.79 


++ 


104 


C20H12CI2N4 


379.25 


+ 


105 


C26H16N4S2 


448.57 


+ 
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106 


C26H18N4 


386.46 


+ 


107 


C21H16N4 


324.39 


+ 


108 


C21H16N4 


324.39 


++ 


109 


C21H16N4 


324.39 


++ 


1)0 


C18H12N4S 


316.39 


++ 


111 


C21H13F3N4 


378.36 


+ 


112 


C21H13F3N4 


378.36 


+ 


113 


C20H13CIN4 


344.80 


++ 


114 


C21HI6N40 


340.39 


++ 


115 


C22H18N4 


338.41 


++ 


116 


C22H18N4 


338.41 


+ 


117 


C21Hi4N402 


354.37 


++ 


118 


C24H22N4 


366.47 


+ 


119 


C20H20N4 


316.41 


++ 


120 


C22H18N402 


370.41 


-H- 


121 


C20H14N4O 


326.36 


-H- 


122 


C20HI4N4O 


326.36 


++. 


123 


C20H12C12N4 


379.25 


+ 


124 


C21H13F3N40 


394.36 


+ 


125 


C22H16N40 


352.40 


+ 


126 


C22H14N4S 


366.45 


+ 


127 


C23H20N4O3 


400,44 


-H- 


128 


C20H14N4OS 


358.42 


++ 


129 


C22H16N40 


352,40 


+ 


130 


C27H20N4O 


416.48 




131 


C26H17FN4 


404.45 


+ 


132 


C22H14N4S 


366.45 


+ 


133 


C21H16N40 


340.39 


•H- . 
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134 


C22HI8N4S 


370.48 


+ 


135 


C20H12F2N4 


346.34 


++ 


136 


C21H13F3N40 


394.36 


+ 


137 


C21HI5FN4 


342.38 


++ 


138 


C22HI5FN4 


354.39 


+ 


139 


C22H15CIN4 


370.84 


+ 


140 


C23H18N402 


382.42 


+ 


141 


C21H16N40 


340.39 


++ 


142 


C18H12N40 


300.32 


++ 


143 


C27H20N4O 


416.48 


+ 


144 


C23H20N4 


352.44 


1 \- 


145 


C2IH16N402S 


388.45 


+ 


146 






++ 


147 






++ 


148 






++ 


149 






++ 


150 






++ 


151 






++ 


152 






++ 


153 






++ 


154 






++ 


155 






++ 


156 






++ 


157 






+++ 


158 






++ 


159 






++ 


160 






+-•• 


161 






++ 
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C. IN VITRO TEST PROCEDURES FOR ITK 

5 1. Inhibitory effects of compounds on ITK kinase 

Inhibitory effects of compounds on ITK kinase were determined using a Fluorescence Polarization 
assay. 

ITK kinase was produced with Baculovirus expression system. 

10 1.1 Assay Technology 

The assay measures the autophosphorylation of the ITK kinase. The assay is configured based on 
Fluorescence Polarization method. The enzyme is incubated with ATP and compound. After 
incubation, a mixture containing fluorescence labeled phospho-peptide tracer and anti-phospho- 
tyrosine antibody (CoreHTS tyrosine kinase assay kit, P2837, Panvera) is added in order to generate 

15 the specific signal that is reversely proportional to the phosphorylation of the enzyme. The 

phosphorylated ITK generated from the kinase reaction will compete specifically for the antibody and 
release the fluorescence labeled tracer. Inhibition of ITK kinase activity will resuh in increased FP 
value. 

20 1.2 Assay Conditions 

The assay is run in BD black 384-shallow well plate. For enzyme reaction, the final reagent 
concentration/well: l6.5nM ITK enzyme, 50p.M ATP. 20 mM Hepes (pH 7.5), O.iSM NaCl, 3mM 
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MgCl2, ImM MnCU, 0.01% Triton X-100, ImM DTT, 5% glycerol and 0.1% y-globulin. Incubation 

time: 45 minutes. Temperature: 25°C. Reaction volume: lOjiL. For immuno-reaction, add 10|iL of 
Stop-Detection mixture containing lOmM EDTA, 1:2 dilution of antibody and 1:4 dilution of tracer in 
Ix dilution buffer (Panvera). Incubation time: 90 minutes at 37^C followed by room temperature 60 
5 minutes. 

1.3 Assay Procedure: 

1. Add 5.0|iL ATP solution to each well of the black 384-shailow well plate. 

2. Add 1 ,0|iL compounds or 1% DMSO in TBS buffer. 
10 3. Start Reaction by adding 5.0|iL enzyme solution. 

4. Incubate at 25*^C for 45 minutes. 

5. Add 10}xL of stop-detection solution. 

6. Incubate for 90 minutes at 37°C followed by incubation at room temperature for 60 minutes. 

7. Read by UL Acquest at FP mode using a fluorescence filter set (E., = 485 nm, = 535 
15 nm) with FL dichroic mirror. Integration Time: 200.000 ^s. G factor instalment 

,^ ^ (STnicerOniy — SnuOer) 

dependent [G factor = — J 

(SrracerOttfy + SBufiiar) 



Inhibition of ITK activity with compounds of the invention was expressed as percentage inhibition of 
20 control activity determined in the absence of test compounds. 

The TC50 values for the compounds are calculated by plotting the dose-response curves. The IG50 
corresponds to the concentration of compound that induces a 50% inhibition of the kinase activity. 
Particular compounds of the invention inhibit ITK activity with ICsq'S in the range 100 micromolar to 
1 micromolar. 

25 

JN K/^Y?TEST PROCEDURES 

A. /AT K/ra TEST PROCEDURES FOR SYK 
1 . Inhibition of antigen-dependent passive cutaneous anaphylaxis. 
30 Compounds of the invention were assessed in the Balb/c mouse passive cutaneous anaphylaxis (PCA) 
model. The model used in these in vivo studies mimics relevant features of mast cell-driven antigen- 
dependent activation and functional responses. These studies demonstrated that compounds of the 
invention inhibit the increase in edema observed in the sensitized mouse ear following antigen 
exposure. 
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ProtQCol for sensitization and challenge 

Balb/c mice were sensitized in the right ear on day 0 with monoclonal anti-DNP IgE (25^.g) 
administered intradermally in the ear pinnae. The left ear was injected with PBS to serve as a control. 
5 Sixteen to twenty hours after sensitization, mice were antigen challenged with 1 50 |Xg DNP-albumin 
administered i.v. 

Protocol for dosing and calculation of results 

Test drug was administered orally 15-60 minutes before DNP-albumin antigen challenge. Doses of 
10 compound were administered at half log divisions between 3 and 100 mg/kg. A control set of mice 
was administered vehicle alone, and thereafter treated identically. Ear thickness was measured at t= 0, 
15, 30 or 60 minutes after DNP-albumin antigen challenge, in both ears, by digital calipers and 
expressed in units of mm x O.OI . Ear thickness at t=0 was recorded to serve as a baseline. The net 
increase in both the right and left ear was calculated by subtracting the values at t=0 from those at 
15 t=15, 30 or 60 minutes. Percent inhibition of ear edema was then calculated as [ear thickness of 

control-(ear thickness of right ear-ear thickness of left ear)]/ear thickness of control x 100 for each time 
point measured. 

Results 

20 (i) The compound demonstrated dose-dependent inhibition of ear edema following oral 

administration of 3-100 mg/kg. Inhibition of ear edema was observed at t= 15, 30 and 60 minutes after 
antigen challenge. 

These results indicate that compounds of the invention inhibit mast cell activation and functional 
25 responses when given orally in a mouse model of passive cutaneous anaphylaxis. 

2. Antigen-induced deeranulation of Rat Bosoohilic leukemia fRBD cells as measured bv 
f^H] 5-hvdoxvtrvptamine fserotonin) release 

30 2.1 Cell culture, labelling of RBL-2H3 cells and performance of assay. 

Method A: For each 24-well culture plate to be set up, 6 x 10^ cells RBL-2H3 cells were washed and 
resuspended in 15 mL DMEM-10 containing 25\i\ of ImCi/ mL [^H]-serotonin (0.5^Ci/ mL final 
concentration) and l\ig/ mL (l5mL) of anti-DNP IgE. 0.5 mL of cell suspension was added into each 
35 well of a 24-well plate. Cells were incubated for 2 days at 37*^C, until they have reached confluence. 
The medium was gently aspirated from each well and the cells were then washed with assay buffer. A 
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final volume of 2{)0rnL ofassay buffer (+ or - the test compounds at the appropriate concentrations) 
was then added to each of three replicate wells. lOOng/ mL of DNP (antigen) was then added to all 
wells (excluding negative control wells i.e. to measure spontaneous [^H]-serotonin release in the 
absence of receptor cross-linking). The cells were incubated for 30 minutes at 37°C and the reaction 
5 was slopped by transferring 100^1 of the supernatant from each sample into a liquid scintillation 

microtitre plate kept on ice. 200|Lii of scintillant-40 was then added to each well of the microtitre plate 
and the plate was read on a Topcount Liquid Scintillation Counter. 

Method B: RBL-2H3 cells are maintained in T75 flasks at 37**C and 5%C02, and passaged every 3-4 

10 days. To harvest cells, 5 ml trypsin-EDTA is used to rinse the flask once, then 5 ml trypsin is added to 
each flask, and incubated at room temperature for 2 minutes. Cells are transferred to a tube with 14ml 
medium, spun down at 1 100 rpm RT for 5 minutes and resuspended at 2xi0^/ml. Cells are sensitized 
by adding 1^1 of DNP-specific IgE (1 mg/ml stock solution) to every 10 ml of cells. 200^1 of cells are 
added to each well of a flat-bottom 96 well plate (40,000 cells/well), and the plate incubated overnight 

15 at 37X and 5%C02. The next day compounds are prepared in 100% DMSO at lOmM. Each 

compound is then diluted 1 : 100 in assay buffer and then diluted further in 1% DMSO-assay buffer to 
obtain final concentrations of 0.03-30}iM. 80|xl assay buffer (Hank*s Balanced Salt Solution with 
Ca^^/Mg^*. 2 mg/ml glucose. 0.03% BSA) is added to each well, followed by 10p,l of diluted 
compound, incubation follows for 5 minutes. 10^1 of DNP-HSA ( I OOng/ml) is added to each well 

20 and incubated at 37^ (no CO2) for 30 minutes. As one control, 1% DMSO alone (no compound) is 
added to a set of wells to determine total release. As another control, buffer is added instead of DNP- 
HSA to another set of wells to determine the assay background. After 30 minutes incubation, the 
supcmatants are transferred to a new 96-well plate. Add 50p,l supernatant to each well of an assay 
plate. Add 100^1 of substrate solution (5 mM PNAG in 0.4M citric acid, 0.2M Na2HP04) to each well 

25 and incubate at 37X for 90 minutes. Add 50^1 of 0.4 M glycine solution to stop the reaction and the 
plate is read at 405 nm on a Molecular Devices SpectraMax 250 plate reader. 

2.2 Calculation of results 

30 Method A 

(i) The mean ± s.e.m. of each set of triplicate wells was calculated. 

(ii) Maximum response was the positive control wells containing antigen (lOng/mL) but no compound. 

(iii) Minimum response was the control wells containing no antigen and no compound. 

(iv) Using these values as the maximum (100%) and minimum (0%) values respectively, the data was 
35 normalised to give a percentage of the maximum response. 
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(v) A dose response curve was plotted and the IC50 compound was calculated. 
Methods 

(i) The mean ± SD of each set of triplicate wells was calculated. 
5 (ii) Maximum response was (he positive control wells containing antigen (lOOng/mL) but no 
compound. 

(iii) Minimum response was the control wells containing buffer (no antigen) and no compound. 

(iv) Using these values as the maximum (100%) and minimum (0%) values respectively, the 
experimental data was calculated to yield a percentage of the maximum response (designated % 

10 control). 

(v) A dose response curve was plotted and the IC50 compound was calculated using Prism 
GraphPad software and nonlinear least squares regression analysis. 



15 
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WHAT IS CLAIMED IS: 



1. 



A pharmaceutical composition comprising a compound of general formula (Ix) 



5 




(Ix) 



wherein 

X represents C-R^ and W, Y and Z, which may be identical or different, represent CH or CR^; or 



W represents N, X represents CH or CR^, Y represents CH and CR^, and Z represents CH or CR*^; or 

10 W represents N, X represents CH or CR^, Y represents N, and Z is CH or CR^; or 

W represents N, X represents CH or CR^, Y represents CH or CR^, and Z represents N; or 

W represents N, X represents N, Y represents CH or CR^, and Z represents CH or CR^; 
A5 represents H or alkyl; 

R^ represents aryl or heteroaryl, each optionally substituted by one or more groups selected from 



15 carboxy, cyano, halo, haloalkyl, hydroxy, nitro, R\ -C(=0)R4 .C(=0)N Y 1 Y\ -C(=0)0r4, 

-N(R6)C(=0)r4, -N(R6)C(-0)NYJ y2, -N(R^)C(=0)OR4 -N(r6)S02R^, -N(r6)S02NY1y2, 

-NY< y2, -0R4, -OCF2H, ^F3, ^C(=0)R4, -0C(=0)NYW2, -OS(0)nR4 -S(G)nR4 

-S(0)nNYl y2 and -S(0) nOR4; 

r2 and are such that: 

20 r2 and R^, which may be identical or different, represent H, carboxy, cyano, halo, haloalkyl, hydroxy, 
nitro, r4, -C(=0)R4, .C(=0)NY1 y2, _C(=0)0R4, -NYW2, .N(r6)C(=0)R-^, -N(r6)C(-0)NYW2, 
-N(r6)C(O)0r4 .N(R^)S02R^. .N(R6)S02NYi y2, -OR^ -OCF2H, -OCF3, -0C(=^0)R4, 
-0C(=0)NY1 y2, -SCOnR"^, -S(0)nNYl y2 or -S(0) nOR^; or 

r2 represents H, carboxy, cyano, halo, haloalkyl, hydroxy, nitro, R^, -C(=0)R^, -C(=0)NY ^2^ 
25 -CC^OOR"^, -NY^ y2, -N(R<^)C(-0)R4, -N(R6)C(-0)NYW2, -N(R6)C(=0)0R4, .N(r6)S02R4 

-N(r6)S02NY1 y2, .QR"^, -OCF2H, -OCF3, .0C(=0)R4, X)C(=0)Ny1y2, .S(0)nR'*, .S(0)nNYlY2 

or -S(0) nOR^ and R^ represents alkyl, haloalkyl, halogen and OR^; or 



W represents CH, X represents N, Y represents CH or CR^, and Z represents CH or CR-^; or 
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r2 and groups on adjacent carbon atoms may form a 5- to 6-inembered carbon-based ring 
containing one or more heteroatoms, which may be identical or different, chosen from O, N and S, and 
which may be optionally substituted by alkyi; 

is alkyI, alkenyl, alkyny], cycloalkyl, heterocycloalkyl, aryl or heteroaiyl, each optionally 
5 substituted with one or more substituents selected from all^l, aryl, cycloalkyl, heteroaryl, 

heterocycloalkyl, halo, hydroxy, hydroxyalkyl, ^=-0)NY3y4, ^(OPR^, -N(R^)C(=0)NY1 Y^, 
-NY^Y^, -0R5 or alky] substituted by -NY^Y^; 

r5 is alkyl, alkenyl, aryl, arylalkyl, cycloalkyl, cycloalkylalkyl, heteroaryl, heteroarylalkyl, 
heterocycloalkyl or heterocycloalkylalkyi; 

10 R^ is alkyl, alkenyl, aryl, arylalkyl, cycloalkyl, cycloalkylalkyl, heteroaryl, heteroarylalkyl, 
heterocycloalkyl or heterocycloalkylalkyi; 
n is zero or an integer I or 2; 

Y^and Y^are independently hydrogen, alkenyl, aryl, cycloalkyl, heteroaryl, heterocycloalkyl, 
heterocycloalkylalkyi or alkyi optionally substituted by one or more groups selected from cyano, aryl, 
15 heteroaryl, hydroxy, -C(=0)0r6, .C(=0)NY3y4, .Ny3y4 and -OR^, or the group -NY^ Y^ may form 
a cyclic amine; 

Y^ and Y^ are independently hydrogen, alkenyl, alkyl, aryl, arylalkyl, cycloalkyl, heteroaryl or 

heteroarylalkyl; or the group -NY-^Y^ may form a cyclic amine; 

where 

20 all the alkyl, alk, alkenyl, cycloalkyl, heterocycloallQrl, aryl, arylalkyl, heteroaryl and heteroarylalkyl 
radicals present in the above radicals are optionally substituted with one or more radicals chosen from 
halogen atoms and hydroxyl, cyano, alkyl, alkoxy, acylamino (NH-COalk), -C(-0)OR^, -C(=0)R^, 
hydroxyalkyl, carboxyalkyi, S(0)n-alk, S(0)n-NH2, S(0)n-NH(alk), S(0VN(alk)2, CF3, OCF3, NO2. 

arylalkoxy, aryl, heteroaryl, aryloxy, aryloxyalkyl, -C(=0)-NY3y^ and NY^Y^ radicals, the latter 
25 radicals containing alkyl, aryl and heteroaryl being themselves optionally substituted with one or more 
radicals chosen from halogen atoms and alkyl radicals, free, salified or esterified carboxyl radicals and 
acylamino radicals NH-C(0)r5; 

or an N-oxide, prodrug, acid bioisostere, pharmaccutically acceptable salt or solvate of such 
compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate; together with one or 
30 more pharmaceutically acceptable carriers or excipients. 



2. A pharmaceutical composition according to claim 1 wherein 

r2 and R^ form a group selected from -O-CH2-O-, -O-CH2-CH2-O-; -CH2-O-CH2-, 
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-CH2-N(R1 4)^H2-, -CH2-CH2-CH2-. -CH2-C(CH3)2-CH2-, -CH2-O-CH2-CH2-, 
^CH2-N(RJ4)<:h2-CH2-, -GH2-CH2-CH2-CH2-, -CH2-C(CH3)2-CH2-CH2-, -CH=CH-CH-CH-, 
-N=CH-CH=CH-, .CH=N-CH=CH-, -CH=CH-N=CH- and -CH=CH-CH=N, where is H or alkyl. 

5 3. A compound of general formula (Ix) 




X represents C-R^ and W, Y and Z, which may be identical or different, represent CH or CR?; or 
10 W represents CH, X represents N, Y represents CH or CR^, and Z represents CH or CR^; or 

W represents N, X represents CH or CR^, Y represents CH and CR^, and Z represents CH or CR^; or 
W represents N, X represents CH or CR2, Y represents N, and Z is CH or CR^; or 
W represents N, X represents CH or CR^, Y represents CH or CR^, and Z represents N; or 
W represents N, X represents N, Y represents CH or CR^, and Z represents CH or CR^; 
15 A5 represents H or alkyl; 

R^ represents ary! or heteroaryl, each optionally substituted by one or more groups selected from 
carboxy. cyano, halo, haloalkyl, hydroxy, nitro, R^, -C(=0)R^ -C(=0)NY1 Y^, -C(=0)OR^, 
-N(r6)C(=0)R'^, .N(R^)C(=0)NY ^ y2, -N(r6)C(=O)0R'^, -N(r6)S02R'^, -N(r6)S02NY I Y^, 
-NY^y2, .0R4, ^CF2H, -OCF3, -0C(=0)R4, .OC(rO)mW\ -0S(0)nR4, -S(0)nR4, 
20 .S(0)nNYW2and-S(0)nOR'*; 
R^andR^ are such that: 

r2 and R^, which may be identical or difTeient, represent H, carboxy, cyano, halo, haloallq'l, hydroxy, 
nitre, r4, -C(=0)R4, <:(=0)NY ^ y2, -C(=0)0R4, -NYI y2, -N(r6)C(=0)R'>, -N(R6)C<=0)N Y ^ y2, 
-N(r6)C(=0)OR4, -N(r6)S02R4, .N(r6)S02NY1y2, -OR^ -OCF2H, -OCF3. -OC(0)R4 

2S -0C(=0)NY1y2 -S(0)nR4, -S(0)nNYl y2 or -S(0) nOR^; or 

r2 represents H. carboxy, cyano, halo, haloalkyl, hydroxy, nilro, R^, -C(=0)R*, -C(=0)NY^ y2, 
^-0)0R4, .NY1y2, .N(R6)q-0)R4, .N(r6)C(-0)NY1y2, .N(r6)C(=0)OR4, -N(R6)S02R^ 
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.N(R6)S02NY^ y2, -Or4, -OCF2H, -OCF3, OC(=0)R4, .0C(=0)NY'y2, .S(0)nR4, .S(0)nNY> y2 

or -S(0) nOR^ and R^ represents alkyl, haloalkyl, halogen and OR^; or 

r2 and R^ groups on adjacent carbon atoms may form a 5- to 6-membered carbon-based ring 
containing one or more heteroatotns, which may be identical or different, chosen from O, N and S, and 
5 which may be optionally substituted by alkyl; 

R^ is alkyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, aryl or heteroaryl, each optionally 
substituted with one or more substituents selected from alkyl, aryl, cycloalkyi, heteroaryl, 
heterocycloalkyl, halo, hydroxy, hydroxyalkyi, .C(-0)NY3y^, -C(-0)0R6 .N(R6)C(=0)NY1 y2, 
-NYI y2. -0R5 or alkyl substituted by -NY^Y^; 
10 r5 is alkyl, alkenyl, aryl, arylalkyl, cycloalkyl, cycloalkylalkyl, heteroaryl, heteroarylalkyl, 
heterocycloalkyl or heterocyctoalkylalkyl; 

r6 is alkyl, alkenyl, aryl, arylalkyl, cycloalkyl, cycloallQ'lalkyI, heteroaryl, heteroarylalkyl, 
heterocycloalkyl or heterocycloalkylalkyl; 
n is zero or an integer 1 or 2; 
15 Y^ and y2 are independently hydrogen, alkenyl, aryl, cycloalkyl, heteroaryl, heterocycloalkyl, 

heterocycloalkylalkyl or alkyl optionally substituted by one or more groups selected from cyano, aryl, 
heteroaryl, hydroxy, -C(=0)0R6, -C(«0)NY3y4, -NY^Y^ and -OR^, or the group -NY^ y2 may form 
a cyclic amine; 
y3 and 

y4 

are independently hydrogen, alkenyl, alkyl, aryl, arylaliqrl, cycloalkyl, heteroaryl or 
20 heteroarylalkyl; or the group -NY^ Y^ may form a cyclic amine; 
where 

all the alkyl, alk, alkenyl, cycloalkyl, heterocycloalkyl, aryl, aiylalkyi, heteroaryl and heteroarylalkyl 
radicals present in the above radicals are optionally substituted with one or more radicals chosen irom 

halogen atoms and hydroxyl, cyano, alkyl, alkoxy, acylamino (NH-COalk). -C(=0)OR^, "C(=0)R^, 
25 hydroxyalkyi, carboxyalkyl, S(0)n-alk, S(0)n-NH2, S(0)n-NH(alk), S(0)n-N(allc)2, CF3, OCF3, NO2, 

arylalkoxy, aryl, heteroaryl, aryloxy, aryloxyalkyl, -C(=0)-NY^Y^ and NY^Y'^ radicals, the latter 
radicals containing alkyl, aryl and heteroaryl being themselves optionally substituted with one or more 
radicals chosen from halogen atoms and alkyl radicals, free, salified or esterified carboxyl radicals and 
acylamino radicals NH-C(0)R5; 
30 or an N-oxide, prodrug, acid bioisostere, pharmaceutically acceptable salt or solvate of such 
compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 
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4. A compound of formula (Ix) 




5 X represents C-R^ and W, Y and Z, which may be identical or different, represent CH or CR^; or 
W represents CH, X represents N, Y represents CH or CR^, and Z represents CH or CR^; or 
W represents N, X represents CH or CR^, Y represents CH and CR^, and Z represents CH or CR^; or 
W represents N, X represents CH or CR^, Y represents N, and Z is CH or CR^; or 
W represents N, X represents CH or CR^, Y represents CH or CR^, and Z represents N; or 
10 W represents N, X represents N, Y represents CH or CR^, and Z represents CH or CR^; 
A5 represents H or alkyl; 




Rl is a pyrazolyl moiety in which R^ is hydrogen or alkyl, and R^ and R^ are 

independently selected from hydrogen, carboxy, cyano, halo, haioatkyl, hydroxy, nitro, R^, -C(=0)R^, 
-C(=0)NY1 y2, .C(-0)0R4, .N(r6)C(=0)R'^, -N(R^^)C(=0)NY^ y2, .N(r6)C(=0)Or4, 
15 -N(r6)S02R'^, -N(R^)S02NY1 y2, -NY^Y^, Or4, .0C(=0)R^ -0C(=0)NY1y2, -S(0)nR'^ and 

-S(0)2NY1 Y^; or R^ and R^ together with the carbon atoms to which they are attached form (i) a 5 to 
8 membered carbocyclic ring optionally substituted by one or more carbocyclic ring substituents; (ii) a 
phenyl ring optionally substituted by one or more aryl group substituents; (iii) a 5 or 6 membered 
heteroaromatic ring in which one or more of the ring members is/are nitrogen, oxygen or sulfiir and 
20 which is optionally substituted by one or more groups selected from haloalkyi, hydroxy, halo, cyano, 
nitro, K\ -C(=0)NY1 Y2 -N(r6)C(=0)R4, .N(R6)C(=0)NY1y2, -N(R6)S02R'*,-NY1y2 and -0R5; 
or (iv) a 5 or 6 membered heterocyclic ring optionally substituted by alkyl or 0x0, and containing a 
heteroatom-containing group selected from 0, S, SO2, and NY^ ,where Y^ is hydrogen, R^, 

-C(=0)R4 :C(==0)NYW2,^=0)OR4or -SO2R'*; 
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r2 and are such that: 

r2 and R^, which may be identical or dilTerent, represent H, carboxy, cyano, halo, haloalkyl, hydroxy, 
nitro, r4 -C(=0)r4, -C(=0)NY1 Y^, .C(=0)0R4, -NY I y2, .N(R^)C(=0)R4. .N(r6)C(-0)NY1y2 
-N(R6)C(=0)0R4, .N(R6)S02R4 -M(r6)S02NY1 Y^, -OR^, .OCF2H, -OCF3, .0C(=0)R4 
5 -0C(=0)NY * Y\ -S(0)nR4, -S{0)nN Y 1 y2 or -S(0) pOR^; or 

r2 represents H, carboxy. cyano, halo, haloalkyl, hydroxy, nitro, R"*, -C(=0)R4, .C(=0)NY1 Y^, 
-C(=0)0r4, -NYI y2, -N(r6)C(=0)R4, -N(r6)C(=0)NY1 Y^, .N(R^>)C(=0)0R'*, -N(r6)S02R4, 
.N(R^)S02NY1 y2, -0R4 -OCF2H, .OCF3, -0C(=0)R4, -0C(=0)NY W2, -S(0)nR4 .S(0)nNYlY2 

or -S(0) nOR"^ and R^ represents alkyl, haloalkyl, halogen and OR^; or 

10 r2 and R^ groups on adjacent carbon atoms may form a 5- to 6-membered carbon -based ring 

containing one or more heteroatoms, which may be identical or different, chosen from O, N and S, and 
which may be optionally substituted by alkyl; 

R^ is alkyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, aryi or heteroaryi, each optionally 
substituted with one or more substituents selected from alkyl, aryl, cycloalkyl, heteroaryi, 
15 heterocycloalkyl, halo, hydroxy, hydroxyalkyl, -C(=0)NY3y4 -C(=0)0R6, -N(r6)C(=0)NY^ y2 
.NY1y2» -0R5 or alkyl substituted by -NY3y4. 

r5 is alkyl, alkenyl, aryl, arylalkyi, cycloalkyl, cycloalkylalkyl, heteroaryi, heteroarylalkyl, 
heterocycloalkyl or heterocycloalkylalkyl; 

R^ is alkyl, alkenyl, aryl, arylalkyi, cycloalkyl, cycloalkylalkyl, heteroaryi, heteroarylalkyl, 
20 heterocycloalkyl or heterocycloalkylalkyl; 
n is zero or an integer 1 or 2; 

Y^and y2 are independently hydrogen, alkenyl, aryl, cycloalkyl, heteroaryi, heterocycloalkyl, 
heterocycloalkylalkyl or alkyl optionally substituted by one or more groups selected from cyano, aryl, 
heteroaryi, hydroxy. ^(=0)0R^, -C(=0)NY3y4, -NY^Y^ and -OR^, or the group -NY W2 may form 
25 a cyclic amine; 

Y^ and Y^ are independently hydrogen, alkenyl, alkyl, aryl, arylalkyi, cycloalkyl, heteroaryi or 

heteroarylalkyl; or the group -NY^Y^ may form a cyclic amine; 

where 

all the alkyl, alk, alkenyl, cycloalkyl, heterocycloalkyl, aryl, arylalkyi, heteroaryi and heteroarylalkyl 
30 radicals present in the above radicals are optionally substituted with one or more radicals chosen from 
halogen atoms and hydroxyl, cyano, alkyl, alkoxy, acylamino (NH-COalk), -C(=O)0r6 -C(=0)R^, 
hydioxyalkyl. carboxyalkyl, S(0)n-alk, S(0)n-NH2, S(0)n-NH(aIk), S(0)n-N(alk)2, CF3, OCF3, NO2, 
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arylaikoxy, aryl, heteroaryl, aryloxy, aryloxyalkyl, -C(=0)-NY3y^ and NY^Y^ radicals, the latter 
radicals containing alkyl, aryl and heteroaryl being themselves optionally substituted with one or more 
radicals chosen from halogen atoms and alkyl radicals, free, salified or esterified carboxyl radicals and 

acylamino radicals NH-C(0)R^; 
5 or an N-oxide, prodrug, acid bioisostere, pharmaceuticaily acceptable salt or solvate of such 
compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate; 
provided that the compound is other than 2-(2H-pyra2ol-3-yl)-IH-benzoimidazole; 2-(5-methyl-2H- 
pyra2ol-3-yl)-lH-benzoimida2ole; 5-methyl-6-[2-(2H-pyrazol-3-yi)-3H-benzoimidazol-5-yl]-4,5- 
dihydro-2H-pyridazin-3-one; 5-methyl-6-[2-(2H-pyrazol-3-yl)-lH-benzoimidazol-4-yl]-4,5-dihydro- 

1 0 2H-pyridazin-3-one; 3,5-bis(benzimidazol-2-yl)- 1 H-pyrazole; 5,6-dimethyl-2-(5-methyl- 1 H-pyrazol-3- 
yl)-lH-benzoimidazole; 6-methyl-2-(5-methyl-IH-pyrazol-3-yl)-lH-benzoimidazole; 5,6-dichloro-2-(5- 
methyl- 1 H-pyrazole-3-yl)- 1 H-benzoimidazole; 5-nitro-2-(5-methyl- 1 H-pyrazole-3-yl)-l H- 
benzoimidazole; 2-(5-methyl-lH-pyrazole-3-yl)-lH-benzoimidazole-5-carboxylic acid; 2-(5-phenyl- 
1 H-pyrazoIe-3-yl)-l H-benzoimidazole; 5,6-dimethyl-2-(5-phenyl-lH-pyrazole-3-yl)-lH- 

1 5 benzoimidazole; 5-methyl-2-(5-phenyl-lH-pyrazole-3-yl)-l H-benzoimidazole; 6-chJoro-2-(5-methyl- 
lH-pyrazole-3-yl)- 1 H-benzoimidazole; 5-chloro-2-(5-phenyl-lH-pyrazoIe-3-yl)-l H-benzoimidazole; 
5,6-dichloro-2-{5-phenyl- 1 H-pyra2oie-3-yl)- 1 H-benzoimidazole; N-[2-(5-isoquinolin-4-yl-lH-indazoI- 
3-yl)-3H-benzoiniida2ol-5-yl]-methanesulfonamide; 3-(lH-ben2oimida2ol-2-yl)-5-(lH-indazol-4-yl)- 
IH-indazole, 3-[3-(l H-benzojmida7.oI-2-yl)-lH-ihdazol-5-yl]-2-methoxyphenol; 4-(3-(lH- 

20 benzoimidazo]-2-yl)-lH-indazol-5-yl]isoquinoline; 4-{3-[6-(4-methyl-piperazin-l-yl)- IH- 

benzoimidazol-2-yl]-l H-indazol-5-y I) -isoquinoline; 4-[3-(4-chloro- 1 H-benzoimidazol-2-yl)- 1 H- 
indazo1-5-yi]-isoquinoline; 4-[2-(lH-indazoI-3-yl)-lH-benzoimida2ol-5-yl]-phenol; 3-[5-(4-methoxy- 
phenyl)-lH-benzoimida2ol-2-yl]-lH-inda2ole; 3-[5-(4-methoxy-phenyl)-lH-benzoimida2ol-2-yl]-lH- 
indazole; 3-[5-(3-methoxy-phenyl)-I H-benzoimidazol-2-yl]-lH-inda2ole; 3-(lH-benzoimida2oI-2-yl)-5- 

25 phenyl- 1 H-inda2ole; 2-(4-bromo-l-methyl-lH-pyrazol-3-yl)-lH-benzoimidazole; 2-(5-/erjf-butyl-lH- 
pyrazol-3-yl)-I H-benzoimidazoIe; 3-(lH-benzoimidazoI-2-yl)-6-(3-methoxy-phenyl)-l H-indazole; 3- 
(lH-benzoimidazoi-2-yl)-]H-inda2ole-6-carboxylic acid; 5-{[3-(lH-benzoimida2ol-2-yI)-lH-indazole- 
6-carbonyl] -amino }-2-hydroxy-benzoic acid methyl ester; 5-{[3-(lH-benzoimidazol-2-yl)-lH-indazole- 
6-<:arbonyl]-amino}-fiiran-2-carboxylic acid methyl ester; 3-(lH-benzoimida2ol-2-yl)-lH-indazole-6- 

30 carboxylic acid (3-hydroxy-4-methoxy-phenyl)-amide; 3-(lH-benzoimidazol-2-yl)-lH-indazole-6- 
carboxyiic acid (5-hydroxy-lH-pyrazol-3-yI)-amide; 3-(lH-benzoimidazol-2-yl)-iH-indazoie-6- 
carboxylic acid (1 H-pyrazol-3-yl)-amide; [3-( 1 H-benzoimidazol-2-yl)- 1 H-inda2ol-6-y I ]-(4-(2 -hydroxy- 
ethyl)-piperidin-l-yl]-methanone; 3-(lH-benzoimidazol-2-yl)-lH-indazole-6-carboxylic acid (9H- 
purin-6-yl)-amide; 3-{lH-benzoimida2ol-2-yl)-lH-indazole-6-carboxylic acid dimethylamide; [3-(lH- 

35 benzoimidazol-2-yl)-lH-indazol-6-yl]-morpholin-4-yUmethanone; 3-(lH-benzoimidazoI-2-yl)-lH- 
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indazole-6-carboxyIic acid pyrazin-2-ylamide; 3-(lH-benzoimida2oI-2-yl)-lH"indazole-6-carboxylic 
acid cyclohexylamide; 3-(lH-benzoimida2o!-2-yl)-lH-inda2ole-6-carboxyIic acid (IH-indazol-S-yl)- 
amide; [3-(lH-benzoimidazo!-2-yl)-l H-indazoI-6-yl]-pyrrolidin-l-yl-methanone; 3-(l H-benzoimidazol- 
2-yl)-lH-indazole-6-carboxylic acid (lH-indazol-5-yl)-amide; [3-(lH-benzoiinidazol-2-yl)-lH-indazoN 
5 6-yl]-[4-(furan-2-carbonyl)-piperazin- 1 -y I]-methanone; [3-( I H-benzoimidazol-2-y 1)- 1 H-indazol-6-yl]- 
(4-methyl-piperazin-l-yl)-methanone; l-{4-[3-(lH-ben2oimidazol-2-yl)-lH-indazole-6-carbonyl]- 
piperazin-l-yl}-ethanone; 3-(lH-ben2oimidazol-2-yl)-lH-indazole-6-carboxylic acid (6-methoxy- 
pyridin-3-yl)-amide; 3-{ 1 H-benzoimida2ol-2-yl)-lH-indazole-€-carboxylic acid (3-hydroxy-phenyl)- 
amide; 3-(iH-benzoimida2ol-2-yl)-lH-indazole-6-carboxyIic acid pyridin-4-ylamide; 3-(lH- 

10 benzoiniidazol-2-yl)-lH-indazole-6-carboxylic acid (2-morpholin-4-yl-ethyl)-amide; 3-(lH- 

benzoiraidazol-2-yl)-lH-inda2ole-6-carboxyIic acid (2-hydroxy-ethyI)-methyl-amide; 3-{[3-(IH- 
benzoimidazol-2-yl)-l H-indazoIe-6-carbonyl]-amino}-butyric acid ethyl ester; 3-(lH-benzoimidazol-2- 
yi)-lH-indazole-6-carboxyIic acid (3-hydroxy-propyl)-amide; 3-(lH-ben2oimida2ol-2-yl)-lH-indazoJe- 
6-carboxy lie acid phenylamide; 3-< 1 H-ben2oiinidazol-2-yl)-l H-inda2oIe-6-carboxylic acid pyridin-3- 

15 ylamide; 3-(6-inethoxy- lH-bcnzoimidazol-2-yl)- 1 H-indazoIc-6-carboxylic acid (4*hydroxy-pheny!)- 
amide; 3-(l H-benzoimidazol-2-yI)-6-pyridin-4-yl-l H-indazole; 3-(5-chloro-lH-benzoimidazol-2-yl)- 
lH-indazole-6-carboxylic acid (4-hydroxy-phenyl)-ainide; 3-(5,6-dimethoxy-lH-benzoiinidazoU2-yl)- 
lH-indazoie-6-carboxylic acid (4-hydroxy-phenyl)-aniide; 3-(5-fluoro-lH-benzoimidazol-2-yl)-lH- 
indazoie*6-carboxy]ic acid (4-hydroxy-phenyi)-aniide; 3-(64rifluoromethyl-lH-benzoimidazol-2-yl)- 

20 lH-indazole-6-carboxylic acid (4-hydroxy-phenyl)-amide; 3-(6-rm-butyl- 1 H-benzoimidazol-2-yl)- 1 H- 
indazole-6-carboxylic acid {4-hydroxy-phenyI)-amide; 3-(6,7-diniethyl-lH-benzoimidazoI-2-yl)-lH- 
indazole-6-carboxylic acid (4-hydroxy-phenyl)-amide; 3-{5,6-dichIoro-IH-benzoimidazol-2~yl)-lH- 
indazole-6-carboxylic acid (4-hydroxy-phenyI)-amide; 3H(5,6-difluoro-lH-beiizoimidazol-2-yl)-lH- 
indazole-6-carboxylic acid (4-hydroxy-phenyl)-amide; 3-{lH-benzoiniida2ol-2-yl)-lH-indazoJe-6- 

25 carboxylic acid (3-fluoro-4-hydroxy-phenyl)-amide; 3-(lH-benzoimidazol-2-yl)-lH-indazole-6- 
carboxylic acid amide; 3-(lH-benzoiinidazol-2-yl)-JH-indazole-6-carboxylic acid (4-hydfoxy-2,3- 
dimethyl-phenyl)-amide; 3-(lH-benzoimidazoI-2-yl)-lH-indazoIe-6-carboxylic acid (4~hydroxy-2- 
inethyl-phenyl)-amide; 3-(lH-benzoimida2ol-2-yl)-lH-indazoIe-6-carboxylic acid (4-hydroxy-phenyl)- 
amide; 3-(lH-benzoimidazol-2-yl)-lH-indazoIe-6-carboxyIic acid cyclopropylamide; 2-[6-(4-hydroxy- 

30 2-methoxy-phenyl)-lH-inda2oU3-yI]-3H-benzoimida2oIe-5-sulfonic acid amide; 4~[3-(6- 

dimethyIamino-lH-benzoimidaz6l-2-yl)-lH-indazol-6-yl]-3-methoxy-phenol; 2^[6-(4-hydroxy-2- 
meihoxy-phenyl)-lH-inda2ol-3-yl]-3H-benzoimidazole-5-carboxylic acid mcthylamide; 3-methoxy-4- 
{3-[6-(4-methyI-piperazin-l -yl)-lH-benzoimida2ol-2-yl]-l H-indazol-6-yl}-phenol; 2-[6-<4-hydroxy-2- 
methoxy-phenyl)-! H-indazol-3-yl]-3H-benzoimidazole-S-carboxylic acid (2-morphoIin4-yl-ethyl)- 

35 amide; 4-[3-(lH-imidazo[4,5-c]pyridin-2-yl)-l H-indazol-6-yl]-3-methoxy-phenol; 3-[3-(lH- 

benzoimidazol-2-yI)-l H-inda2ol-6-yl]-2-methoxy-phenol; 3-[3-(l H-benzoimidazoU2-yl)-l H-indazol-6- 
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yl].phenol; 4-[3-(lH-benzoimida2ol-2-yl)-lH.inda2ol-6-yl]-3,5-dimethyI-phenolJ 4^3-(IH- 
benzoimidazol-2-yl)-lH-inda2ol-6-yl]-3-phenoxy-phenoI; 4-[3-(lH-l>en2oiinidazol-2-yl)-IH-indazol-6- 
yl].benzene-l,3-diol;4-[3-(lH-benzoimidazol-2-yl)-lH-inda2oi-6-yl]-3-met^^^ 4-[3-(lH- 
benzoimidazol-2-yl)-lH-indazol-6-yl]-2-methoxy-phenol; N-{3-[3-(lH-benzoimidazoI-2-yl)-l H- 
5 indazole"6-carbonyl]-phenyl}-benzamide; 6-(2-(l ,5-dimethyl-lH-pyrazoI-3-yl)-3H-ben2oimidazol-5- 
yl]-5-mcthyl-4,5-dihydro-'2H-pyridazin-3-one; 5-methyl-6-[2-(l -methyl- 1 H-pyrazol-3-yI)-3H- 
benzoiinida2ol-5-yl]-4,5-dihydro-2H-pyridazin-3-one; 8-( 1 ,5-dimethyI-lH-pyrazol-3-yl)-7H-purine; 2- 
( 1 ,5-dimethyI- 1 H-pyrazol-3-yI)- 1 H-imidazo[4,5-b]pyridine or 2-(5-methyl- 1 H-pyrazoU3-yl)- 1 H- 
imidazo[4,5-blpyridine. 

10 

5. A compound according to claim 3 wherein R* is optionally substituted heteroaryl. 

6. A compound according to claim 5 wherein is optionally substituted dihydrofiiropyrazolyl, 
innidazolyl, indazolyl, indolyl, isoxazolyl, oxodihydropyridazinyl, oxodihydropyridinopyrazolyl, 

15 oxodihydropyridinyl, oxotetrahydropyrrolopyrazolyl, pyrazolyl, thiazolyl, thienopyrazolyl, 
letrahydrocyc lopentapyrazolyl, tetrahydroindazolyl, tetrahydropyranopyrazolyl, 
tetahydropyridinopyrazolyl, tetrahydropyrroIop3aazolyl or triazolyl. 

7. A compound according to claim 5 heteroaryl is optionally substituted by one or more groups 
20 selected from carboxy, cyano, halo, haloalkyl, hydroxy, nitro, R"*, -C(=0)R^, -C(=0)NY ' y2, - 

C(=0)0R4, -N(r6)C(=0)R'^, -N(R^)C(=0)NYIy2, -N(R6)C(=0)0R'^, -N(R6)S02R^, 
-N(r6)S02NY^ y2, -NY^ y2, -OR"*, -OCF2H, -OCF3, ^C(=0)R4, -OC(=0)NYW2, -S(0)nR4 and 
-S(0)2NYW2. 

25 8. A compound according to claim 6 wherein dihydrofuropyrazolyl, imidazolyl, indazolyl, 
indolyl, isoxazolyl, oxodihydropyridazinyl, oxodihydropyridinopyrazolyl, oxodihydropyridinyl, 
oxotetrahydropyrrolopyrazolyl, pyrazolyl, thiazolyl, thienopyrazolyl, tetrahydrocyclopentapyrazolyl, 
tetrahydroindazolyl, tetrahydropyranopyrazolyl, tetahydropyridinopyrazolyl, 
tetrahydropyrrolopyrazoiyl or triazolyl is optionally substituted by one or more groups selected from 

30 carboxy, cyano, halo, haloalkyl, hydroxy, nitro, R^, -C(-0)R'*, -C(=0)NY ^ Y^, .C(=0)0R'*, 
.N(r6)C{=0)R^, .N(r6)C(=0)NY> y2, -N(R6)C(=0)0R'^, .N(r6)S02R'^. -N(r6)S02NY' y2, 
-NYIy2, -0R4 -OCF2H, -OCF3, -0C(=0)r4, -0C(«0)NY^ y2, -SCO^R"^ and -S(0)2NY1 y2. 
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9 



9. 



A compound according to claim 3 wherein is 



where 



10 



15 



20 



r7 is hydrogen or alkyi, and and R^ are independently selected from hydrogen, carboxy, cyano, 
halo, haloalkyl, hydroxy, nitro, R^, -C(-0)R4, -C(=0)NYW2, .C(=0)0R'^, -N(r6)C(=0)R4, 
-N(r6)C(=0)NY^ y2, -N(r6)C(=0)0R'^, ^N(r6)S02R'^. -N(R^)S02NY1 y2, -^fYW2, -OR^, 
-OC(=0)R'*, -0C(=0)NY1 y2, -S(0)nR4 and -S(0)2NY W^; or R^ and R^ together with the carbon 
atoms to which they are attached form (i) a 5 to 8 membered carbocyclic ring optionally substituted by 
one or more carbocyclic ring substituents; (ii) a phenyl ring optionally substituted by one or more aryl 
group substituents; (iii) a 5 or 6 membered heteroaromatic ring in which one or more of the ring 
members is/are nitrogen, oxygen or sulfur and which is optionally substituted by one or more groups 
selected from haloalkyl, hydroxy, halo, cyano, nitro, R^ ^(=0)NY> y2 -N(R^)C(=0)r4, 
-N(R6)C(=0)NY^ y2, -N(r6)S02R'*,-NY1y2 and -0R5; or(iv) a 5 or 6 membered heterocyclic ring 
optionally substituted by alkyi or oxo, and containing a heteroatom-containing group selected from O, 
S, SO2, and Ny5 ,where Y^ is hydrogen. R^. -C(=K))R4, -C(=0)NY W^, -C(=0)0R^ or .S02R'*- 

10. A compound according to any one of claims 3 to 9 wherein W is CH; X is CR2; Y is CH or 
CR^ ;and Z is CH or CR^- 

1 L A compound according to any one of claims 3 to 9 wherein W is CH; when X is N; Y is CH or 
CR3 ;and 2 is CH or CR^. 

12. A compound according to any one of claims 3 to 9 wherein W is N; X is CH or CR^; Y is CH 
or CR^ ;and Z is CH or CR^. 

13. A compound according to any one of claims 3 to 9 wherein W is N; X is CH or CR^; Y is CH 
or CR^ ; and Z is N. 

14. A compound according to claim 3 of formula (Ixa) 




(Ixa) 



wherein 
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r7 is hydrogen or alkyi; 

and are independently selected from hydrogen, carboxy, cyano, halo, haloalkyi, hydroxy, nitro, 
r4, .C(=0)R'^, -C(=0)NY1 y2, -C(=0)0R4, .N(r6)C(=0)R4, .N(R^)C(=0)NY1 Y^, 
-N(R^)C(=0)0r4, .n(R6)S02R'^, -NY* Y^, -OR^, -0C(=0)R'^, -0C(-0)NY1 Y^, .sCOnR"^ and 
5 -S(0)2NY^Y2;or 

an N-oxide, prodnig, acid bioisostere, pharmaceutical ly acceptable salt or solvate of such compound; 
or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 

15. A compound according to claim 14 wherein W is CH; X is CH, Y is CH; and Z is CH or C- 
10 CH3. 

16. A compound according to claim 14 wherein W represents CH; X represents CH; Z represents 
CH; and Y represents C-Ci^alkyl; C-aryl; C-CN; C-NO2; C-halo; C-haioalkyl; C-heteroaryl; C-OR"^; 
C-C(=0)R4; C-C=0)NYW2 ; C-C(=0)OR^; C-NHC(=0)R4; C-CH(OH)aryl; C-S(0)2NY1y2; or 

15 C-SCOnR'^. 



17. 



A compound according to claim 16 wherein Y represents 



C-CH3, C-CH2CH3» C-CH2CH2CH3 , C-CH(CH3)2, C- 




CHj 



.CN CHjO^ 




C-CF3, c 



N 



-OCH3, C-OCHjCHj. C-OCHFj , C-OCF,, 
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C-q=0)-NH-CH3, C-q=0)-N(CHj)j, C-C(«0)-NH-CHjCH,, 

C-C(=0)->fH-CH(CH3)2 . C-q=0)-NH-C(CH,)2-CHjOH , 
C-C(=0)-NH-CHjCHjCN, C-C(=0)-NH-CHjCHjOCH3 . 

C-C(=0)-NH-CHj-^ , C-C(=0)-NH-CHj-^ ^ , 



r{~\ ' C-C(=0)-NH-CHr-^~^CH3 . 



C-C(=0)-NH-CHj- 



C-C(=0)-NH-CHj-^ ^ C-C(=0)-NH-CHj-^ ^ 




N 




N 



:-C(=0)-NH-(CHj)j-(^ y . C-C(=0)-NH-(CHj)j-N,^^ ^O. 



:-C(=0)-NH-(CHPj-/ \ , C-C(=0)-NH-(CH,)r(^ || . 



C-C(=0)-NH-(CHj)5-y^ . 



C-C(=0)-NH-(CHj)5-N^ , C-C(=0)-NH-h;^^^ C-C(=0)0H or C- 

» 

C(=0PCH3,C-NHC(=0)CH3.C-NHC(=0)CH(CH3)2, C-NH-C(=0) ^ ^ , 





C-NH-C(=0)-CHj— ^ ^ , C-CH(OH) ^ ^ ,C-SOrNH-CH; 

orC-S02CH3, 



1 8. A compound according to claim 14 wherein 
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W represents CH; X represents C-CH3, C.CH2CH3, C-CH(CH3)2, C-OCH3, C-OCH2CH3, 



C-Br or C-Cl; Y represents C-CH3, C^H2CH3, C-OCH3, C-Br, C-CI, C-F, C— ^ 



or C— C(=0)-NH-CHj-V^ y ; and Z represents CH. 



5 19- A compound according to claim 14 wherein W represents CH; X represents CH; Y represents 
C-CH3 ; and Z represents C-CH3. 

20. A compound according to claim 14 wherein W represents CH; X represents : and Y 
represents CR^ , where r2 and form the group -CH2-0-CH2;*and Z represents CR 

10 

21. A compound according to claim 14 wherein W represents CH; X represents CR^ ; Y 
represents CR^ , where r2 and R^ form the group -CH2-CH2-CH2-; and Z represents CH. 

22. A compound according to claim 14 wherein represents hydrogen. 

15 

23. A compound according to claim 14 wherein R^ represents hydrogen, C^^alkyl , -SR^ , 
-NylY^or-OR^. 

24. A compound according to claim 14 wherein R^ represents hydrogen, CH3, CH2CH3, 
20 CH(CH3)2 or CH(CH3)CH2CH3; — S — CH3 , — S— CHjCH, or — S— CHj— » 

-S-CHj-^^ , -S-CHj- OCH3, -S-CH-CHj- , 
-S-CH,-^^ or -s-CHp<^ — N^^O . or .OCH2CH3. 



25. A compound according to claim 14 wherein R^ represents hydrogen, Ci.7alkyl, aryl, 
25 .C(=0)NY' Y^ -N(R**)C(=0)R^ where R^ is alkyl optionally substituted by aryl, cycloall^l. 
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heteroaryl, heterocycloalkyl, or where R* is.NY' or -OR^ , or where is aiyl , or where R^ is 

cycloallcyl, or where R'^ is heteroaryl, or where R* is heterocycioalicyl; or R' represents 
-N(R*)C(=0)NY ' Y-, -NY ' y2 , or alky! substituted by -N(r6)C(=0)NY ^ Y^. 

5 26. A compound according to claim 14 wherein R^ represents hydrogen, -CH3, -CH2CH2CH5, 
-ai(CH3)2 , -CH2-CH2-CH(CH3)2, 

phenyl, — C(=0)-NH-CHjCHj , — C(=0)-NH-CHjCH2CM3 . — C(=0)-NH-CH2CH(CHj)j , 
— C(=0)-NH-CH(CH,)2 , — C(=0)-NH-C(CH3),, — C(=0)-NH-C(CH3)2CH20H , 
— C(=0)-NH-CH2CHjOCH,, — C(=0)-N(CH3)j , — C(=0)-N(CHjCH3)j , 



10 -C(=0)-NH-<] , -C(=0)-NH-CH2-<] , -C{=0)-NH-( Q, 



— NH-C:(=0)-CH3 , — NH-C(=0)— (CHj)jCH3 . — NH-CX=0)-CH(CHj)2 , 

— NH-C(=0)-C(CH,)3 , — NH-C(=0)-CHjdH(CH3)j , — NH-C(=0)-CH(CHj)CHjCHj , 



-NH-c(=o)-cH,c(CH3)3. -m-ci=o)-CHr(^ > _^^_c^^^_cHr<]' 

-NH-C(=0)-CHj-N^ /N. — NH-C(=0)-CHj-N(CH3)j. 



Ij-N > . — NH-C(=0)-CHj-ts^ y 



15 — NH-C(=0)-CHj-N ) . — NH-C(=0)-CHj-N O . — NH-C(=0)-CH20CH3], 



H3C 



— NH-C(=0)— ^ ^ , — NH-C(=0)— ^ ^ or — NH-C(=0)— CH, , 
— NH-C(=0)^<] or — NH-C(=0)— , — NH-C(=0)— , 



— NH-q=0) 




N 




. -NH-C(-0)-f J . -NH-C<-0) 
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— NH-C(=Q)H^^ \ , — NH-C(=0)-NHCH3 , — NH-C(=0)-NHCH2CH3 . 

— NH-C(=0)-NHCH(CH3)2 » — NH-C(=0)-NHCH2CH(CH3)2 ' 

— NH-C(=0)-NHC(CH3)3 . — NI-I-C(-0)-N(CH3)2 . — NH-C(=0)-N(CH2CH3)2 , 

— NH-C(=0)-NH-<] ^ — NH-C(=0)-MH-CH2-<^ ^ 

— NH-CeO)-NH-CH2-^~^ , — NH-C(=0)-NH— , 

— NH-C(0)-N — NH-C(-0)-N^^ ^N-~CH3 or _nh-C(=0)-N^ ^O. 



-NH2, -CH2-NH-C(=0)-CH(CH3)2 or _cHj-NH-C(=0)-N^^ O • 



27. A compound according to claim 14 wherein 
10 W represents CM; 

X represents CH; 
Y represents CH; 
Z represents CH or C-CH3; 

represents hydrogen; 
15 represents hydrogen, Ci^alkyl, -SR^ , -NY ' ; and 

r9 represents hydrogen, Ci.7alkyl, aiyl , -C(=0)NY'Y^ , -N(R*^C(=0)R\ particularly - 

NHC(=0)R^ -N(R*^)C(0)NY' Y^ -NY , or alkyl substituted by -N(R6)C(==0)NY . 

28. A compound according to claim 14 wherein W represents CH; X represents CH; Y represents 
20 CH; Z represents CH or C-CH3; R^ represents hydrogen; R^ represents hydrogen, CH3, CH2CH3, 

CH(CH3)2, CH(CH3)CH2CH3], -S— CH3 , -S— CH^CHj or -S— CHj— <] , 
-S-CH2— <^~^ , -S-CHj— OCH3, -S-CH^-CH^--^^ , 
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-S— CHjH^ y , -s— CHj-^^ , — \) , -OCH2CH3; and r9 represents 

hydrogen, -CH3, -CH2CH2CH3, -CH(CH3)2 , -CH2-CH2-CH(CH3)2, phenyl, 
— C(=0)-NH-CH2CH3, — C(=0)-NH-CHjCH2CH,, — C(=O)-NH-CHjCH{CH02 , 
— C(=0)-NH-CH(CH3)j, — C(=0)-NH-C(CHj),, — C(=0)-NH-C(CHj)jCHjOH , 
5 — C(-0)-NH-CHjCHjOCH, , — C(=0)-N(CHO, , — C(=0)-N(CHjCHj)2 . 

— C(=0)-NH-<] , — C(=0)-NH-CH2-<] — C(=0)-NH— ^"y), 

— NH-C(=0)-CH3. — NH-C(=0)— (CHj)jCH3. — NH-C(=0)-CH(CH3)j , 

— NH-C(=0)-C(CH3)3 , — NH-C{=0)-CH2CH(CH,)j . — NH-C(=0)-CH(CH3)CH2CH3 , 

— NH-C(=0)-CHjC(CH3)3 , — NH-C(=0)-CHj-^~^ . — NH-C(=0)-CHr<^ . 
iO _NH-C(0)-CHj-N ^N. — NH-C(=0)-CH2-N W2 ' 

— NH-C(=0)-CHj-N^ ^ . — NH-C(=0)-CHj-N,^^^ O , — NH-CeO)-CHjOCH3 , 



H3C. 






— NH-C(=0)— ^ , — NH-C(=0)— <^ ^ , — NH-C(=0)— ^ ^^^CH,, 
— NH-C(-=0)^C] . — NH-C(=0)— , — NH-C(=0)— -^Jlj . 



— NH-C(=0)- 



. -NH-C(=0)-^Qy . -NH-C(=0)-<^^. 



15 — NH-C(=0)— ( \, — NH-C(=0)-NHCH3, — NH-C(=0)-NHCHjCH3, 



wo 03/03S06S 



PCT/GB02/04763 



591 



— N1I-C(=0)-NHCH(CH3)2 » — NH-C(-0)-NHCH2CH(CH3)2 » 

— NH-C(=0)-NHC(CH3),> — NH-C(=0)-N(CH3)2' — NH-C(=0)~N(CH,CH3)2 , 

— Nir-C(=0)-NH^<]^ — NH-C(=0)-NH-CHj-<] , 



-C(=0)-NH-CH2-^^^ ^ , — NH-C(=0)-NH-^~^ , 



— NI1-C(=0)-N^^^^ , — NH-C(=0)-N^^^^N— CH3 . — NH-C(=Q)-N^~\) > 



-NH2, -CH2-NH-CeO)-CH(CH3)2 0r -CH2-NH-C(=0)--N 



29. A compound according to claim 14 wherein 
W represents CH; 

10 X represents CH; 

Z represents CH; 

Y represents C-Ci^allcyl, C-aryl, C-CN, C-N62, C-halo, C4iaIoalkyl, C-heteroaiyi, C-OR^, 
C-C(=0)R'*, C-C=0)NY ^ y2 , C-C(=0)OR'^ , or C-CH(OH)ary I; 

rS represents hydrogen, Ci^alkyl , -SR"* , -NVW^ or -OR^ ; and 
15 r9 represents hydrogen, C|.7alkyl, aryl , -C{=0)NY'Y^ , -N(r6)C(=0)R4 

-N(R^C(=0)NY' Y^ -NY1y2 , or alkyl substituted by -N(R^)C(=0)NY1 y2, 

30. A compound according to claim 14 wherein W represents CH; X represents CH; Z represents 
CH; Y represents C-CH3, C-CH2CH3> C-CH2CH2CH3^ C-CH(CH3)2, C 



CN CH3O, 



20 C 
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, C-CN, C-NO2. C-Br. C-CI or C-F. 



C-CF3. C ^ , C ^ ^ , C-OCH3. C-OCH2CH3, C-OCHF2, C-OCFj, 




C-0-<f^~^ . C-O-CHj-^ y . C-0-{CH,)^tf^O, C-C(-0)-<^ ^, 




C-C(-0)-NH-CHj , C-C(=0)-N(CHj)j , C-C(=0)-NH-CH2CHj , 
5 C-C(=0)-NH-CH(CH3)2 , C-q=O)-NH-C(CH3)j-CHj0H , C-C(=0)-NH-CHjCHjCN > 



C-C(=0)-NH-CHjCH20CH3 , C-C(=0) 



-NH-CH,-V 7 . 



CH, 



C-C(=0)-NH-CHj-^ 7 , C-C(=0) 



-NH-CHj~^ y , 



C— C(=0)-^fH-CHJ 



C-C(-0)-NH-CH,Hf 7 . C-C(-0)-NH-(CH,)r^ 





/ — \ / 

10 C-C(=0)-NH-(CHj)rI^^ ^O, C-C(=0)-NH-(CH2)j-N^ 

C-C(=0)-NH-(CH,)3-T<^ , C-C(=0)-NH-(CH,)r^^ II . 




C-C(=0)-NH-(CH2)3-N^ I . C-C(0)-NH-<^^~^ , C^=0)OH . C-d'-OyXMi, 
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C-NHC(=0)CH3orC-NHC(=0)CH(CH3)2, C-NH-C(=0) — ' 





C-NH-C(=0)-C(=0)-CH2-<^^^ . C-CH(OH) ^ ^ , C-SO-NH-CHj-^^^ , 

or C-SO2CH3; represents hydrogen; represents hydrogen, CH3, CH2CH3, CH(CH3)2, 
Cri{CH3)CH2CH3], — S— CHj, -S— CHjCH, or — S— CH^-<^ , -S— CH;— ^ ^ , 

-S-CHj— <^^^— OCH,, -S-CHrC%-^~^ . -S-CH,— ^ ^ , 



— S — ^^r~^^ ' . -OCH2CH3; and R^ represents hydrogen, -CH3, - 

CH2CH2CH3, -CH(CH3)2 , -CH2-CH2-CH(CH3)2, phenyl, 

— C(=0)-NH-CH,CH3 . — C(=0)-NH-CHjCH,CH,. — C(=0)-NH-CH,CH(CH3)3 , 
— C(=0)-NH-CH(CH3)2 , — C(=0)-NH-C(CH3)3 , — C(=0)-NH-C(CH3)2CHjOH , 
10 — C(-0)-NH-CHjCHjOCHj. — C(=0)-N(CH3), , — C(=0)-N(CH,CH,)j , 

— C(=0)-NH— <] , — C('0)-NH-CHj-<] — C(°0)-NH— ^ ^0 , 

— NH-C(=0)-CH3, — NH-C(=0)— (CHj)jCH3, — NH-C(=0)-CH(CH3)j , 

— NH-C(=0)-C(CH3)3 , — NH-C(=0)-CHjCH(CH3)j , — NH-C(=0)-CH(CH3)CH2CH3 , 

— NH-C«>)-CHjC(CH3)3, — NH-C(-0)-CHj-^^~^ , — NH-C(-0)-CH,-<^ . 
15 _NH_C(=0)-CHj->( ^N. — NH-C(=0)-CH,-N(CH3),, 

— NH-CeO)-CHj-N^ ^ , — NH-C(=0)-CH,-h^ \) . — NH-C(»0)-CH20CH3 . 
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HjC 



— NH-C(=0)— ^ ^ . — NH-C(=0)-^ ^ , -NH-C(=0)-^ ^CH,, 




— NH-C(=0)^C] . — NH-C(=0)-^(^ , — NH-C(=0)— , 



-NH-C(=0) 



— NH 



, -NH-C(=0)-^y . -NH-C(=0)-^(^N. 

-C(=0)— ^ \d , — NH-C(=0)-NHCHj , — >JH-C(=0)-NHCH,CH3 , 

— NH-C{=0)-NHCH(CH,)2 . — NH-C(=0)-NHCHjCH(CH,)j • 

— NH-C(=0)-NHC{CH3)3. — NH-C(=0)-N(CH3)j , — NH-C(=0)-N(CH2CH,)j , 

— NH-C(=0)-NH-<] , — NH-C(=0)-NH-CH,-<] , 

— NH-C(=0)-NH-CHj-^^ ^ . — NH-C(=0)-NH~^ ^ , 

— NH-C(=0)-N ^ . — NH-C(=0)-N,^ ^N" CHj . — NH-C(=0)-N^^ ^O, 



10 -NH2, -CH2-NH-C(=0)-CH(CH3)2or -CH-NH-C(=0)-N,^^^ JD- 

31. A compound according to claim 1 4 wherein 
W represents CH; 

X represents C-CH3, C-CH2CH3, C-CH(CH3)2, C-OCH3, C-OCH2CH3. C-Br or C-Cl; 



10 
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represents C-CH3, C-CH2CH3, C-OCH3, C-Br, C-Cl, C-F, C ^ ^ 



or 



C-C(=0)-NH-CH2--^ ^ 



Z represents CH; 




r7 represents hydrogen; 

r8 represents hydrogen, C j ^alkyl , -SR^ , -NY ^ , or -OR^ and 
r9 represents hydrogen, Ci.7alkyl, aryl . -C(=0)NY' , -N{R6)C(=0)r4, 
-N{R^C(K))NY'Y^ -NYI y2 , or alkyl substituted by -N(R6)C(=0)NY . 

32. A compound according to claim 14 wherein W represents CH; X represents C-CH3, C- 
CH2CH3. C-CH(CH3)2. C-OCH3, C-OCH2CH3, C-Br or C-Cl; Y represents C-CH3, C-CH2CH3, 

C-OCH3, C-Br, C-Cl, C-F, C ^ ^ or C-C(=Q)-NH"CHj-^^ ^ ; Z represents CI 

R'7 represents hydrogen; R^ represents hydrogen, CH3, CH2CH3, CH(CH3)2, CH(CH3)CH2CH3], 

15 — S— CH3, -S— CH2CH3 or -S— CHj-<^ , -S— CHj— ^ ^ . 

-S-CHj— — OCH,. -S— CH^CH^— , -S— CHj-^^ ^ , 

_S_cHj-^^ . ^ 3 . -OCH2CH3; and represents hydrogen, -CH3, - 

CH2CH2CH3, -CH(CH3)2 , -CH2-CH2-CH(CH3)2, phenyl, 

— C(=0)-NH-CH2CH3 , — C(=0)-NH-CH,CH2CH3, — C(=0)-NH-CHjCH(CH3)j , 
20 — C(=0)-NH-CH(CH3)j. —C(rO)-mi-C(CHj)j, — C(=0)-NH-C(CH,)jCHjOH , 
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-C(-0)-NH-CHjCHjOCH3 , ~C(rO)-liiCH^j, — C(=0)-N(CHjCH,)j , 

-C(=0)~NH— , — C(=0)-NH-CHr-<] — C(=0)-NH— ^ , 

-NH-C(=0)-CH3, — NH-C(=0)— (CHj)jCH,. — NH-C(=0)-CH(CH3)j , 
-NH-C(=0)-C(CH3),, — NH-G(=0)-CH2CH(CH3)j, — NH-C(=0)-CH(CH3)CHjCHj 



-NH-C(-0)-CH2C(CH3)j, — NH-C(=0)-CHj-^ ^ , — NH-C(=0)-CHj-<] 



-NH-C(=0)-CH2-n' . -NH-C(=0)-CH£-N(CH3)j , 



-NH-C(=0)-CHj-y ^ . — NH-C(°0)-CHj-N^ \> . — NH-C(=0)-' 



CHjOCH 






-NH-CC'O)— ^ ^ , — NH-C(=0)— ^ ^ , — >1H-C(=0)— ^ ^ — CH,, 
-NH-C('0)— <3 , — NH-C(=0)— . — NH-C(=0)— 



-NH-C(=0)— ^ J, 



0' 

hi 



N • 



, _NH-C(=0)-^ . -NH-C(=0)-<^^N. 
-NH-C(=0)— < o, — NH-C(=0)-NHCH3, — NH-C(=0)-NIICH2CH3, 




-NH-C(=0)-NHCH(CH3)j , — NH-C(=0)-NHCH2CH{CH3)j • 
-NH-C(=0)-NHC(CH,),. — NH-C(=0)-N(CH3)j . — NH-C(=0)-N(CH2CH3)2 , 

-NH-C(=0)-NH-<] , — NH-C(=0)-NH-CH2-<] , 
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-NH-C(=0)-NH^CHj-^ ^ , — NH-C(=0)-NH-^~^ , 
— NH-C(=0)-N ) . — NH-C(=0)-N N— CHj . — NH-C(=0)-N O. 



-NH2. -CH2-NH-C("=0)-CH(CH3)2or -CHi-NH-C(=0)-N^ O- 

5 33. A compound according to claim 14 wherein 
W represents CH; 
X represents CH; 
Y represents C-CH3; 
Z represents C-CH3; 

10 represents hydrogen; 

r8 represents hydrogen, C i^alkyl, -SR^ , -NY* y2 , or -OR*; and 
k9 represents hydrogen. Ci.7alkyl , atyl , -C(=0)NY'y2 . .N(r6)C(=0)R4 
-N(r6)C(=0)NY1 y2, -NYI y2 , or alkyl substituted by -N(R6)C(=0)NY1 y2 . 

1 5 34. A compound according to claim 14 wherein W represents CH; X represents CH; Y 

represents C-CH3; Z represents C-CH3; R' represents hydrogen; R^ represents hydrogen, CH3, 

CH2CH3, CH(CH3)2, CH(CH3)CH2CH3, -S— CHj, -S— CHjCHj or -S— CHj-<] , 
-S-CHH^^ . -S-CHj-^^^>— OCH3, -S-CHi-CHi-^^ . 

-S-CHj-^ y . -s-CHjH^Jjl 3. —T^|^0.-OCH2CH3; and r9 represents 

20 hydrogen, -CH3, -CH2CH2CH3, -CH(CH3)2 , -CH2-CH2-CH(CH3)2, 

phenyl, — C(=0)-NH-CHjCH2CH3 , — C(=0)-NH-CHjCH(CH3)j . 
— C(=0)-NH-CH(CHj)2 , — C(=0)-NH-C(CH,)3, — C(=0)-NH-C(CHj)2CHjOH , 
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-C(=0)-NH-CHjCH20CH3 , —C('0)-nCHj)^, —C(=0)-U(CU^CHj\, 

-C(=0)-NH— <] , — C(=0)-NH-CHr<3 , — C(''0)-NH~^ \> , 

-NH-C(=0)-CH3, — NH-C(=0)— (CHj)jCH3 , — NH-a=0)-CH(CH,)j , 
-NH-C(=0)-C(CH3)3 , — NH-C(=0)-CHjCH(CH3)j, — NH-C(=0)-CH(CH3)CHjCH3 

-NH-C(=0)-CH,C(CH,),, — NH-C(=0)-CHj-^~^ , — NH-C(=0)-CH2-<3 
-NH-C(=0)-CHj-N^ -NH-C(=0)-CHrN(CH3)2. 



-NH-C(=0)-CH-f^ ^ , — NH-C(=0)-CH,-N^ . 




-NH-C(=0)-CH20CH3], — NH-C(K))-^ ^ . — NH-C(=0)— ^ ^ 
-NH-C(=0)— / ^-CHj], — NH-C(=0)— <] . 



-NH-C(=0) 

-NH-C(=0)— . — NH-C(=0)— 1^ . 





1-C(=0)--(Q* . -NH-C(=0)-^ 
)-(^~~^0.-NH- 



-NH-C(=0)— ^ , — NH-C(=0)-NHCHj , — NH-C(=0)->lHCHjCH, , 

-NH-C(=0)-NHCH(CH3)2 > — NH-C(=0)-NHCHjCH(CH3)j • 
-NH-C(=0)-NHC(CH3),> — NH-C(=0)-N(CH,)j . — NH-C(=0)-N(CHjCH,), . 
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— NH~C(=0)-NH^C] , — NH-C(=0)-NH-CH2-<] , 

— NH-C(=0)-N^~~^ > — NH-C(=0)-N^^N-CH3, — NH-C(=0)~N^^ \ > 



.NH2, -CH2-NH-C(=0)-CH(CH3)2 or — CHj"NH-C(=0)~N^ O - 

5 35. A compound according to claim 14 wherein 
W represents CII; 

X represents CR^ and Y represents CR^ where r2 and R^ form the group -CH2-O-CH2-; 
Z represents CH; 
r7 represents hydrogen; 
10 represents hydrogen, Cj^alkyl , -SR^ , -NY ^ -OR^ and 

R^ represents hydrogen, Ci.7alkyl , aryl , -C(=0)NY1 Y^ ; .N(r6)C(H3)r4, 
-N(R^)C(=0)NY W2, -NY^ y2 , or alkyl substituted by -N(r6)C(=0)NY1 y2 . 

36. A compound according to claim 14 wherein W represents CH; X represents CR2 and Y 

15 represents CR3 where R^ and R^ form the group -CH2-O-CH2-; Z represents CH; R^ represents 
hydrogen; R^ represents hydrogen, CH3, CH2CH3, CH(CH3)2, CH(CH3)CH2CH3, -S— CH3 , 



-S-CHj— , -S-CHj-^^^— ( 



OCH2CH3; and r9 represents hydrogen, -CH3, -CH2CH2CH3, -CH(CH3)2 , -CH2-CH2-CH(CH3)2, 
20 phenyl, — C(=0)-NH-CHjCH2CH3 , — C(=0)-NH-CH2CH(CH3)j , 

— C(=0)-NH-CH(CH3)2, — C(=0)-NH-C(CH3)3, — C(=0)-NH-C(CH3)jCH20H , 
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-C(=0)-NH-CHjCHjOCH,, — C(=O)-N(CH02 . — C(-0)-N(CHjCH,)j , 

-C(=0)-NH— <] , — C(=0)-NH-CHr-<] , — a=0)-NH— ^ \) , 

-NH-C(=0)-CH3, — NH-C(=0)— (CHj)2CH3, — NH-C(=0)-CH(CH3)2 , 
-NH-C(=0)-C(CH3)3 , — NH-C(=0)-CH2CH(CHj)j, — NH-C(=0)-CH(CH3)CH2CH3 

-NH-C(=0)-CH2C(CH3)3, — NH-C(=0)-CHj-^~~^ . -NH-C(=0)-CHi-<] 
-NH-C(K))-CHj-n' /N. -NH-C(=0)-CHj-N(CH,)2. 
-NH-C(=0)-CH,-N > . — NH-C(=0)-CH5-N,^^ . 



-NH-C(=0)-CHjOCH,], — NH-C{=0)— ^ ^ . — NII-C(=0)-^ ^ 




-NH-C(=0)-^ \— CH,], — NH-C(=0)^<] . 



H,C 



-C(=0)— <^ , — NH-C(=0)— ^Jlj . 

, -NH-C(=0)HQ)a 



-NH 



-NH-C(=0) 



— NH-C(=0)— <f Jj^ 



H.C 




-NH-C(=0)-^ h. — NfH-C(=0)-NHCH3 , — NH-C(=0)-NHCHjCHj . 

-NH-C(K))-NHCH(CH3)j . — NH-C(=0)-NHCH2CH(CH3)j • 
-NH-C(=0)-NHC(CH,)3 . — NH-C(=0)-N(CHj)j . — NH-C("0)-N(CH,CH,)j . 
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— NH-C(=0)-NH^<] ^ — NH-C(=0)-NH-Cflj-<] , 

— NH-C(=0)-NH-CHj-^^^ . — NH-C(=0)-NH-^~~^ , 

— NH-C(=0)-N^~^ , — NH-C(=0)-N^^^N-CH3. — NH~C(0)-r/ . 

-NH2, -CH2-NH-C(0)-CH(CH3)2 or -CHj-NH-C(=0)-N^" \) ■ 

5 37. A compound according to claim 14 wherein 
W represents CH; 

X represents CR2 and Y represents CR^ where r2 and R^ form the group -CH2-CH2-CH2-; 
Z represents CH; 
r7 represents hydrogen; 
10 r8 represents hydrogen, C 1 ^alkyl , -SR* , -NYI , or -OR*; and 

r9 represents hydrogen, Ci.yalkyi, aryl, .C(=0)NY'Y^ -N(R6)C(-0)R4 
-N(R6)C:(=0)Ny 1 y2, -NY • y2 or allqrl substituted by -N(r6)C(=0)NY1 y2 . 

38. A compound according to claim 14 wherein W represents CH; X represents CR2 and Y 

15 represents CR^ where r2 and r3 form the group -CH2-CH2-CH2- ; Z represents CH; R^ represents 
hydrogen; R^ represents hydrogen, CH3, CH2CH3, CH(CH3)2, CH(CH3)CH2CH3, -S— CH3 , 



-S-CHjCH, or -s-CHj-<] . -S-CHj— . -S-CH,— OCH, . 

-S-CHj-CHj- . -S-CH^— y , -s-CHj-^Jj] ]. — \>,- 

OCH2CH3; and r9 represents hydrogen, -CH3. -CH2CH2CH3, -CH(CH3)2 , -CH2-CH2-CH(CH3)2, 
20 phenyl, — C(=0)-NH-CHjCHjCH3 , — C(=0)-NH-CHjCH(CH3), , 

— C(=0)-NH-CH(CH3)j, — C(=0)-NH-C(CH3)j. — C(=0)-NH-C(CH3)2CH20H , 
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-C(=0)-NH-CHjCH20CH,, —C(rO)-}iiCHj\ , — C(=0)-N(CHjCH,)j , 




-C(=0)-NH— , — C(=0)-NH-CH3-<] , — C(-0)-NH— ^ ^O, 

-NH-C(=0)-CH3 , — NH-C(=0)— (CHj)jCHj, — NH-C(=0)-CH(CHj)2 . 
-NH-C(-0)-C(CH3)3 , — NH-C(0)-CH2CH(CH3)j, — NH-C(=0)-CH(CH3)CHjCHj 

-NH-C(=0)-CHjC(CH3)3 , — NH-C(=0)-C%-^~^ , — NH-C(=0)-CH5-<^ 
-NH-C(=0)-CHj-N^ ^N. — NH-C(=0)-CHj-N(CH,)j. 



-NH-C(=( 



C(=0)-CHj-y ^ , — NH-C(°0)-CHj-N^ \ . 



-NH-C(=0)-CHjOCH,]. — NH-C(=0)— , — NH-C(=0)— 



-NH-C(=0)— CH3]. — NH-C(=0)-<^ . 



H,C 



-NH-C(=0)— <f ^ V 



-NH-C(=0)— <;^^ . — NH-C(=0)— . 
-NH-C(=0)-<Q' . -NH-C(=0)--^^ 

-NH-C(=0)— \) . — NH-C(=0)-NHCH,, — NH-C(=0)-MHCHjCH3 , 

-NH-C(=0)-NHCH(CHj)j . — NH-C(=0)-NHCHjCH(CH,)j > 
-NH-C(=0)-NHC(CH3),. — NH-C(-0)-N(CH3)j . — NH-C(=0)-N(CHjCH3)2 , 
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— NH-C(=0)-NH^] , — NH-C(=0)-NH-CHj-<] , 

— NH-C(=0)-NH-CHf^~~^ , — NH-C(=0)-NH-^~^ , 

— NH-C(=0)-N^ y . — NH-C(=0)-N,^ ^N— CH,, — NH-C(=0)-N^^ O, 

.NH2, -CH2-NH-C(=0)-CH(CH3)2 or -CHj-NH-C(0)-N^ O ■ 

5 

39. A compound according to claim 14 wherein 
r8 is hydrogen or -CH3 ; and 

r9 is -CH2-CH2-CH(CH3)2, 
— C(=0)-NH-CH,CH3, — C(=0)-NH-CH2CH2CHj, — C(=0)-NH-CH(CH3)j, 

10 — C(-0)-NH-C(CH,)j , — C(-0)-NH-C(CHj)jCHjOH,. — C(=0)-NH— , 
— CX=0)-NH-CHjCHjOCH3, — C(=0)-N(CH3), , — C(=0)-N(CH2CH3)j , 

— C(=0)-NH-^ \) . — NH-C(=0)-CH3, — NH-C(=0)— (CHj)jCHj . 

— NH-C(-0)-CH(CH3)j, — NH-C(=0)-C(CH3)3, — NH-C(=0)-CHjCH(CH3)j , 
— NH-C('0)-CH(CH3)CHjCH3 , — NH-C(-0)-CHjC(CH,)3 , 

IS — NH-C(^)-CH,— , — NH-C(=0)-CHj— <] , — NH-G(=0)-CHj-N^lj 
— NH-C(=0)-CH2-N(CH3)2, — NH-C('=0)-CHj-N^ ^ , 

— ^fH-C(=0)-CH3-/ \> , — NH-C(=0)-CHpCH3 , — NH-C(=0)— , 
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H3. 



— NH-C(=0)— ^ J) , — NH-C(=0)—d^ ^— CH3, — NH-C(=0)-<^ . 



-NH-C(=0)— , — NH-C(=0)— (^^, _NH-C(=0] 

H,C 



-NH-C(=0)— —^u-QrO)-^^' — NH-C(=0)-NHCH3 , 
— NH-C(=0)-NI ICIljCHj , — NH-C(=0)-NHCH{CH,)2 . — NH-C(=0)-NHC(CH,), ■ 
S — NH-C(=0)-N(CH3)j. — NH-C(=0)-N(CHjCH3)j , — NH-C(=0)-NH-<^ , 

— NH-C(=0)-NH-CHj-<3 , — NH-C(=0)-NH-CH2-/ ^ . 




— NH-C(=0)-NH-^ . — NH-C(=0) 



— NH-C(=0)-1^^^ CH3 ' — NH-C(=0)->{^ . -CH2-NH-C(=0)-CH(CH3)2 or 



— CHj-NH-C(=0)-N^ p. 



>J C 

v_y 

10 40. A compound according to claim 14 wherein represents hydrogen and represents 
-CH(CH3)2, — S — CH3, — S— CH2CH3 or -S— CH^-<^ . 

41. A compound according to claim 14 wherein 
W is CH; 
15 XisCH; 
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Y is CH, C-CH2CH3, C-CH2CH2CH3. 



CM 




. C-CN. C-Br, C-CF3. C 




. 0 




C-OCH3 , C-OCIIjCHj . C-OCHFj , C-OCF3 . C-O-CHj ^ 

C-C(=0)-NH-CH3 , C-C(-0)-NH-CH2CH3 , C-C(=0)-NH-CH(CH3)j , 
5 C-C(=0)-NH-C(CH,)j-CHjOH , C-C(=0)-NH-CH2CHjCN , 



C-C(=0)-NH-CHjCHjOCH,, C-C(=0)-NH 



:-C(=0)-NH-CH2— ^ ^ , C-C(=0)-NH-CHj-^ , 
:-C(=0)-NH-CHj-^~^ — CH3, C-C(=0)-NH-(CHj)j-^^^ . 



C-C(=0)-NH-(CHj)j-N O, C-C(=0)-NH-(CHj); 



8, 



10 C-C(=0)-NH-(CH,)3-Nf^ , C-C(=0)-NH-(ayiH^ N , 



C-C(=0)-NH-CHj-/ ^ ^ C-C(=0)-NH-CHj-^ , 
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C-C(=0)-NH-(CH,)rl/^ . C-C(=0)-NH-^^ . C-C(=0)0CH3 , C-C(=0)OH, 



C-CH(OH) (\ /) , C-SO2CH3 or C-SO-NH-CHj-^ ^ 




; and 



and Z is CH. 



5 42. A compound according to claiml4 wherein W is CH; X is C-CH3 or C-CH2CH3; Y is 
C-CH3, C-CH2CH3, C-CH(CH3)2, C-Br , C-CI, C-F, C ^ y or 



C-C(=0)-NH~CH2— ;andZisCH. . 

43. A compound according to claim 14 wherein W is CH; X is C-OCH3; Y is CH, C-CH3, 
10 C-CH2CH3, C-Cl or C-OCH3 ; and Z is CH. 

44. A compound according to claim 14 wherein W is CH; X is C-OCH2CH3. Y is C-F; and 
ZisCH. 

15 45. A compound according to claim 14 wherein W represents CH; X represents CR^ and Y 

represents CR^ where r2 and R^ atoms form the group -CH2-CH2-CH2-; and Z represents CH. 

46. A compound according to claim 14 wherein W represents CH; X represents CR^ and Y 
represents CR^ where R^ and R^ form the group -CH2-O-CH2-; and Z represents CH. 

20 

47. A compound according to claim 14 wherein R^ is hydrogen or -CH3. and 
R^is — C(-0)-NH-CH2CH3, 

"^8- -C(=0)-NH-CH,CH,CH3 , — C(-0)-NH-CH(CH3)2 , 

— C(=0)-NH-CH,CH(CH3)2 , — C(=0)-NH-C(CH3)3 , 
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— C(=0)-NH-C(CH,)jCHjOH, — C(=0)-N(CHjCH5)2 . — C(=0)-NH— <^ , 
— C(=0)-NH-CHr<] , — C(=0)-NH— ^ , 

— C(=0)-NH-CH,CHjOCHj, — NH-C(=0)— ^ ^0 , 

— NH-C(=0)— (CHj)jCHj , — NH-C(=0)-CH(CH,)j, 
— NH-C(=0)-C(CH,)3 , — NH-C(=0)-CHjCH(CH,)j , 
— NH-C(=0)-CH(CH3)CH2CHj, — NH-C(=0)-CHjC(CH3), . 

— NH-C(=0)-CH,-<^ , 

C(=0)-CHj-n' ^N. — NH-C(=0)-CH2-N O. — NH-C(=0)-CHjOCH3, 
N"^ \ f 

-NH-C(=0)— , — NH-C(=0) — <C] • — NH-C(=0)— . 
-NH-C(=0)— <fj|j. -NH-C(=0)--<^~A[, -NH-C(ND)— 

-NH-a=0)— ^ — NH-C(=0)-NHCHj, — NH-C(-0)-NHCH,CH3 , 



-NH- 



HjC 



-NH-C(=0)-NHCH(CH,)j, — NH-C(=0)-NHC(CH,)3 . -NH-C(=0)-N(CH,)j , 
-NH-C(=0)-N(CH,CH3),, -NH-C(=0)-NH^ . -NH-C(=0)-NH-CHi-<] , 

-NH-q=0)-NH-CHj-^~~^ . — NH-C(=0)-NH-^~~^ . 

-NH-C(=0)-N^^^ J — NH-C(=0)-N,^^^ ^N— CH3 or _nh-C(=0)-N^^^ Ji 
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48. W is CH; X is CH; Y is 



C-OCH3, C-OCH2CH3, C-OCHF2, C-CF3, C-C(>=0)-NH-CHj— ^ ^ 



or 



)-NH-CHj-^ ^ 



C— C(=0)-NH-CHj-(^ y and Z is CH. 
5 

49. A compound according to claim 14 wherein W is CH; X is C-CH3 or C-CH2CH3; Y is 

C-CH3 or C-CH2CH3. C-Cl or C-F; and Z is CH. 



50. A compound according to claim 14 wherein W is CH; X is C-OCH3; Y is C-CH3, 

10 



C-CH2CH3, C-Cl, C-F, or C-OCH3; and Z is CH. 



51. A compound according to claim 14 wherein 
W is CH; X is C-OCH2CH3 ; Y is C-Cl or C-F; and Z is CH. 

15 

52. A compound according to claim 14 wherein 

W represents CH; X represents CR^ and Y represents CR^ where r2 and r3 form the group 
-CH2-CH2-CH2-; and Z represents CH. 

53. A compound according to claim 14 wherein W represents CH; X represents CR^ and Y 
20 represents CR^ where r2 and R^ form the group -CH2-O-CH2-; and Z represents CH. 



54. 



A compound according to claim 3 of the formula (Ixb) 
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5 




wherein 
R' is hydrogen or alkyl; 

rIO is carboxy, cyano, halo, haloalkyl, hydroxy^ nitro, r4. ^(=0)R^, -C(=0)NY1 y2, .C(=0)0R'^, 
5 -N(R6)CX=0)R4, .N(r6)C(=0)NY1y2, .N(R6)C(=0)0R4, ^N(R^)S02R^ -N(R^)S02NYiY2, 
-NYI y2, -Or4 -OCF2H, -OCF3, ^0C(=0)R4, .0C(=0)NY .S(0)nR^ or -S(0)2NY1 Y^; 
and p is zero, or an integer 1 ; 

or an N-oxide, prodrug, acid bioisostere, pharmaceutical ly acceptable salt or solvate of such 
compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 

10 

55. A compound according to claim 54 wherein 

W represents CH; X represents CH; Y represents CH; and 2 represents CH or C-CH3 

56. A compound according to claim 54 wherein 

W represents CH; X represents CH; Z represents CH; and Y represents C-Ci^alkyi, C-aryl, 

C-CN, C-NO2, C-halo, C-haloalkyi, C-heteroaryl, C-OR"^, C-C(=0)R'^ , C-C=0)NY W2 , 
15 C-C(=0)0R4 , C-NHC(=0)R^ , C-CH(OH)aryl, C-S(0)2NY1 y2 , or C-S(0)nR'^ . 

57. A compound according to claim 54 wherein 



W represents CH; X represents CH; Z represents CH; and Y represents C-CH3, C-CH2CH3' 
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or C 




° , C-CN. C-NO2, C-Br, C-CI or C-F, C-CF3, 



C ^~~^.C .C-OCHj. C-OCHjCHj, C-OCHFj, C-OCF3, 

C-o-<^^~^ . C-O-CHH^^ or C-0-(CH,),-N^^O C-C(=0)R4, 



C-C(=0)-^ ^ , C-QrOy-m-CHj , C-C(=0)-N(CHj)j , C-C(=0)-NH-CHjCH3 , 
5 C-C(=0)-NH-CH(CH3)2 , C-C(=0)-NH-C(CHj)j-CHjOH , C-C(=0)-NH-CHjCHjCN . 



C-C(=0)-NH-CH2CH20CH3 . C-C(=0)-NH-CHj 




C-C(=0)-NH-CH2- 



C-C(=0)-NH-CH2- 




CHj 



j \ ' C-C(=0)-NH-CHj-^ y . 




y\— CH3. C-CC-O-NH-CHj 




C-C(=0)-NH-CH2-^^ , C-C(=0)-NH-(CH,)j 
10 C-C(«=0)-NH-(CHj)j-N^^^ JH, C-C(=0)-NH-(CH^)rN^ ^ , 

c-c(=0)-NH-(ciy,-4 I. c-cco)-NH-(Ciy,-i/ I. 



N 



C-C(=0)-NH-(CHjW or C 




:-C(=0)-NH-^^~~^ .C-C(-O)0H,C^-0)0CH3, 



wo 03/035065 PCT/GB02/04763 

611 



C-NHC(=0)CH3,C.NHC(=0)CH(CH3)2, C-NH-C(=0)— ^ a 






C-NH-C(-0)-CH2-^ ^ , C-CH{OH) ^ ^ , C-SOj-NH-CHj-^ ^ ,or 

C-SO2CH3. 



5 58. A compound according to claim 54 wherein W represents CH; X represents C-CH3, C- 

CH2CH3, C-CH(CH3)2, C-OCH3, C-OCH2CH3, C-Br or C-CI; Y represents C-CH3, C-CH2CH3, 



y or C— C(=0)-NH-"CH2-V^ y and Z represents 




C-OCH3, C-Br, C-Cl, C-F, C- ^ ^ 

CR 



10 59. A compound according to claim 54 wherein W represents CH; X represents CH; Y represents 
C-CH3; and Z represents C-CH3 . 

60. A compound according to claim 54 wherein W represents CH; X represents CR2 and Y 
represents CR^ where and R^ form the group -CH2-O-CH2-; and Z represents CH. 
15 61. A compound according to claim 54 wherein W represents CH; X represents CR2 and Y 
represents CR^ where R^ and R^ form the group -CH2-CH2-CH2-; and Z represents CH. 

62. A compound according to claim 54 wherein R^ represents hydrogen. 
20 63. A compound according to claim 54 wherein p is zero or one. 

64. A compound according to claim 54 wherein R^^ represents cyano, halo, Cj^aikyl, -OR^, or 
<:«))NYW2. 



25 65. A compound according to claim 54 wherein R^O represents cyano, chloro, fluoro, methyl, 
-OCH3, -OOT2CH3, -C(=0).NH2 , .C{«0)-NHCH(CH3)2. or -C(=0)-N(CH3)2. 
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66. A compound according to claim 54 wherein W represents CH; X represents CH; Y represents 
CH; Z represents CH or C-CH3; represents hydrogen; and R^^ represents cyano, halo, Ci^aikyl, 
.OR4or.C(=0)NYlY2. 

5 67. A compound according to claim 54 wherein W represents CH; X represents CH; Y represents 
CH; Z represents CH or C-CH3; R^ represents hydrogen; and R^^ represents cyano, chloro, fluoro, 
methyl, -OCH3 or -OCH2CH3, .C(=0)-NH2 , -C{=0)-NHCH(CH3)2 or -C(=0)-N(CH3)2. 

68. A compound according to claim 54 wherein W represents CH; X represents CH; Z 

1 0 represents CH; Y represents C-Cj ^alkyl, C-aryl, C-CN, C-NO2, C-halo, C-haloalkyl, C-OR"*, 

C-C(=0)R^ , C-C=0)NY W2 , -C(=0)OR^ C-NHC(=0)r4 , C-S(0)2NY ^ y2 , or C-S(0)nR'* ; R^ 
represents hydrogen; p is zero or one; and R' ^ represents cyano, halo, Cj^alkyl, -OR^ , 
-C(=0)NYW2. 

15 69. A compound according to claim 54 wherein W represents CH; X represents CH; Z 

represents CH; Y represents C-CH3, C-CH2CII3' C-CH2CH2CH3 , C-CH(CH3)2. C ^ 

CH3 CH3 CN CH3O 

^ , C-CN. C-NO2, C-Br, C-a. C-F, 
C-CF3,C ^ \i ,C ^ y ' C-OCH3, C-OCHjCH,, C-OCHFj, C-OCF,, 

20 c-o-<^^ . c-o-cHr/~^ , c-o-(CHj)r>{^o. c-c(K))H^^ . 





C-C(0)-NH-CH3 , C-C(=0)-N(CH3)j . C-C(=0)-NH-CHjCH3 , 
C-C{=0)-NH-CH(CH,)j , C-C(=0)-NH-C(CH3)2-CHjOH. C-C(=0)-NH-CHjCHjCN . 
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C-C(=0)-NH-CHjCHjOCH3 , C-C(=0)-NH-CHj-^^^ , 

CH, CH3 
C-C(=0)-NH-CHj-^ y , C-C(=0)-NH-CHj-^ ^ , 



C-C(=0)-NH 



C-C(=0)-NH-CHj-<^^ , c-C(=0)-NH-(CH,)r-^^ .. 
S C-C(=0)-NH-(CHj)j-N^^ ^O, C-C(=0)-NH-(CHj)j-N^ 

C-C(=0)-NH-(CH,),-Nf^ , C-C(-0)-NH-(CH,^-^ N 



C-C«))-NH-(CHj)j-N ,C-C(=0)-NH-<\ y) , C-C(=0)OH or C-G(=0)0CH3, 




(=0)-NH-<^^~^ , 
C-NHC(=0)CH3 , C-NHC(=0)CH(CH3)2, C-NH-C(=0) — ^ ^ , 





C.NH-C(=0)-CH^ ^ , C-CH(OH) ^ ^ , C-SOj-hfH-CHj-^ y or 

10 C-SO2CH3; represents hydrogen; p is zero or one; R^^ represents cyano, chloro, fluoro, methyl, 
-OCH3, -OCH2CH3, -C(=0)-NH2 , -C(=0)-NHCH(CH3)2 or^'=0)-N(CH3)2. 

70. A compound according to claim 54 wherein W represents CH; X represents C-CH3, 

C-CH2CH3, C-CH(CH3)2, C-OCH3, C-OCH2CH3, C-Br or C-CI; Y represents C-CH3, C-CH2CH3, 

15 C-OCH3, C-Br, C-Cl, C-F, C ^ ^ or C-C("0)-NH-CHj-^~^ ; Z represents CH; 
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r7 represents hydrogen; p is zero or one; and R^O represents cyano, halo, Cj^alkyl, OR^ , or 
-C(=0)NYiY2. 

71. A compound according to claim 54 wherein W represents CH; X represents C-CH3, 

5 C-CH2CH3, C.CH(CH3)2, C.OCH3, C-OCH2CH3. C-Br or C-CI; Y represents C-CH3, C-CH2CH3, 

C-OCH3,C-Br,C-CI,C>F, C ^ ^ or C-C(=Q)-NH-CHj-^^ ^ ; Z represents CH; 

R-^ represents hydrogen; p is zero or one; R^^ represents cyano, halo, chloro, fluoro, methyl], -OCH3, 
-OCH2CH3, -C(=0)-NH2 , -C(=0)-NHCH(CH3)2 or -C(=0)-N(CH3)2. 

10 72. A compound according to claim 54 wherein W represents CH; X represents CH; Y 

represents C-CH3; Z represents C-CH3; represents hydrogen; p is zero or one; and R*^ represents 
cyano, halo, CMalkyl, -OR^, or -C(=0)NYW2 . 

73. A compound according to claim 54 wherein W represents CH; X represents CH; Y 

15 represents C-CH3; Z represents C-CH3; R'^ represents hydrogen; p is zero or one; and R^^ represents 
cyano, chloro, fluoro, methyl, -OCH3, -OCH2CH3, -C(=0)-NH2 . -C(=0)-NHCH(CH3)2 or .C(=0)- 
N(CH3)2. 

74. A compound according to claim 54 wherein W represents CH; X represents CR^ and Y 
20 represents CR^ where R^ and R^ form the group -CH2-O-CH2-; Z represents CH; R^ represents 

hydrogen; p is zero or one; and R^^ represents cyano, halo, CMalkyl, -OR^ , or -C(=0)NY1y2 . 

75. A compound according to claim 54 wherein W represents CH; X represents CR^ and Y 
represents CR^ where R^ and R^ form the group -CH2-0<:H2-; Z represents CH; r'^ represents 

25 hydrogen; p is zero or one; and R^^ represents cyano, chloro, fluoro, methyl, -OCH3, -OCH2CH3, 
-C(=0)-NH2 , -C(=0)-NHCH(CH3)2 or -C(=0)-N(CH3)2. 
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76. A compound according to claim 54 wherein W represents CH; X represents CR^ and Y 

represents CR^ where R^ and R^ form the group -CH2-CH2-CH2- ; Z represents CH; R^ represents 
hydrogen; p is zero or one; and rIO represents cyano, halo, Cl-4aikyl, -OR^ , or .C(=0)NY1 . 

5 77. A compound according to claim 54 wherein W represents CH; X represents CR2 and Y 

represents CR^ where r2 and R^ form the group -CH2-CH2-CH2- ; Z represents CH; r7 represents 
hydrogen; p is zero or one; and R^^ represents cyano, chloro, fluoro, methyl, -OCH3, -CX!^H2CH3, 
^(=0)-NH2 , -C(=0)-NHCH(CH3)2 or -CeO)-N(CIl3)2. 

10 78. A compound according to claim 54 wherein R^ represents hydrogen and p is zero. 

79. A compound according to claim 54 wherein R^ represents hydrogen; p is one; and R'O 
represents cyano, chloro, fluoro, methyl, -OCH3, -OCH2CH3, -C(=0)-NH2, -C(=0)-NHCH(CH3)2 or 

^(0).N(CH3)2. 

15 

80. A compound according to claim 54 wherein W is CH; X is CH; Y is CH, C-CH2CH3, 

CN F o. 




, C-CF3, C ^ \«J , C ^ % , C-OCH3 , C-OCHjCH, . C-OCHFj , 



C-CN, C-Br, 



C-OCF3, C-O-CH;-^ ^ , C-C(=0)-NH-CH,, C-C(=0)-NH-CH2CH3 . 
20 C-C(=0)-NH-CH(CH3)2, C-C(=0)-NH-C(CH3)j-CH20H, C-C(=0)-NH-CHjCHjCN , 



C-C(=0)-NH-CHjCH20CH3 . C-C(=0)-NH-CHj- ^ 

CHj 



C-C(=0)-NH-CHj-^ 7 , C-C(=0)-NH-CHj-r' ^ 
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:-C(°0)-NH-CHj-<^~"^— CH, . C-C(-0)-'NH-(CH,)5-^~^ , 



C-C(=0)-NH-(CHj)j-N,^^ O, C-C(=0)-NH-(CHj)rN,^^ ^ . 

C-C(=0)-NH-(CH,)5-Nf^ . C-C(=0)-NH-(CH,)r4 1} . 



C-C(=0)-NH-CHj-^^^ _ C-C(=0)-NH-CH2— 

Q 




5 C-C(<))-NH-(CH,)3-/^ . C-C(=0)-NH-^ ^ , C-C(=0)0CH3 , C-C(=O)0H, 




C-CH(OH) ^ ^ , C-SO2CH3 or C-SO-NH-CHj-<^ \ and Z is CH. 



81. A compound according to claim 54 wherein W is CH; X is C-CH3 or C-CH2CH3; Y is 
C-CH3, C-CH2CH3, C-CH(CH3)2, C-Br , C-Ct. C-F, C ^ y and Z is CH. 



10 

82. A compound according to claim 54 wherein W is CH; X is C-OCH3; Y is CH, C-CH3, 
C-CH2CH3, C-CI or C-OCH3. and Z is CH. 

83. A compound according to claim 54 wherein W is CH; X is C-OCH2CH3; Y is C-F and 
15 Z is CM. 



84. 

represents 



A compound according to claim 54 wherein W represents CH; X represents CR^ and Y 
CB? where r2 and r3 form the group -CH2-CH2-CH2-; and Z represents CH. 
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85. A compound according to claim 54 wherein W represents CH; X represents CR^ and Y 
represents CR^ where r2 and R^ form the group -CH2-O-CH2S and Z represents CH. 

86. A compound according to claim 54 wherein r'^ represents hydrogen and p is zero. 

87. A compound according to claim 54 wherein R^ represents hydrogen; p is one; 

andRlO 

represents -OCH3, -OCH2CH3 or -C(=0)-NHCH(CH3)2 attached to position 5 of the indazolyl ring. 

88. A compound according to claim 54 wherein W is CH; X is C-CH3 or C-CH2CH3; Y is 
C-CH3 or C-CH2CH3 and Z is CH. 

89. A compound according to claim 3 of the formula (Ixc) 




wherein R' is hydrogen or alkyl; 

is a C5.8cycloalkyl ring; and R^2 is acyl, acylamino, alkoxy, alkoxycarbonyl, alkylenedioxy, 

alkylsulfinyl, alkylsulfonyl, alkylthio, aroyl, aroylamino, aryl, arylalkyloxy, arylalkyloxycarbonyl, 
arylalkylthio, aryloxy, aryloxycarbonyl, arylsulfinyl, arylsulfonyl, arylthio, carboxy or an acid 
bioisostere, cyano, cycloalkyl, halo, heteroaroyl, heteroaryl, heteroarylaikyloxy, heteroaroylamino, 
heteroaryloxy, heterocycloalkyl, hydroxy, nitro, trifluoromethyl, -C(=0)NY1 Y^, .NY^-C(=0)alkyl, 
-NY^S02aikyl, -NYW^, ^02NY^y2 of alkyl, alkenyl or alkynyi each optionally substituted with 

aryl. cycloalkyl, heteroaryl, hydroxy, -C(=0)0R6. -C(=0)NY^ y2 -mW^ or-OR^; or 

an N-oxide, prodrug, acid bioisostere, pharmaceutically acceptable salt or. solvate of such compound; 

or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 
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90. A compound according to claim 89 wherein W represents CH; X represents CH; Y 
represents CH; and Z represents CH or C-CH3. 

91. A compound according to claim 89 wherein W represents CH; X represents CH; Z represents 
5 CH; and Y represents C-Cj^alkyl, C-aryl, C-CN, C-NO2, C-halo; C-haloalkyI, C-heteroaryl, C-OR^, 

C-C(=0)R^, C-C=0)NYW2, C-C(=0)0r4 , C-NHC(=0)R'^' C-CH(OH)aryl, C-S(0)2NY or 
_ C.S(0)nR4 . 



10 



IS 



92, A compound according to claim 89 wherein W represents CH; X represents CH; Z represents 
CH; and Y represents C-CH3, C-CH2CH3« C-CH2Cn2CH3^ C-CH(CH3)2, 
CH3 CH, 

C- 



CIV ,CHj 



CN CH,0, 




,c_^^a,c-^. 



C ^ c^CN, C-NO2, C-Br, C-Cl or C-F, C-CF3, C 





: ^ % , C— OCH3, C-OCHjCHj, C— OCHFj, C-OCF3, c— o— ^ ^ . 



C-O-CH 



b, c-c(=o) 



C-C(=0)-NH-CH3 , C— C(=0)-N(CH3)j , C-C(=0)-NH-CHjCHj > 
C-C(=0)-NH-CH(CH3)j , C-C(=0)-NH-C(CH3)j-CH20H . 
C— C(=0)-NH-CH2C«^CN , C-C(=0)-NH-CH2CI^0CH, . 
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:-C(°0)-NH-CHj-^~~^ , C-C(=0)-NH-CH3— , 




C-C{=0)-NH-CH2-^ 7 , C-C(=0)-NH-CHj-^ /— ^"3. 



C-C(=0)-NH-CHj— ^ ^ ^ C-C(=0)-NH-CH£-^ ^ 
C-C(=0)-NH-(CH,)j-^~~^ . C-C(=0)-NH-(CH,)j-N^ \) . 

An 

c-c(=o)-NH-(CH,)i-N' ^ , c-c(rO)-m-(ai^)r\ . 

C-C(=0)-NH-(CHj),-l/^ , 




C-C(K))-NH-(CH,)3-l//] .C-C(=0)-NH-^ ^ , C^(=0)OH orC- 
C(=0)0CH3, 

C-NHC(=0)CH3, C-NHC(=0)CH(CH3)2, C-NH-C(=0) ^ ^ , 

10 C-NH-C(=0)-CHf-^^~^ , C-CH(OH) ' C-SOj-NH-CHj-^^^ , < 

SO2CH3. 



93. A compound according to claim 89 wherein W represents CH; X represents C-CH3, 
C-CH2CH3, C-CH(CH3)2, C-OCH3, C-OCH2CH3, C-Br orC-Cl; Y represents C-CH3, 
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C-CH2CH3,C-OCH3,C-Br,C-CI,C-F, C C-C(=0)~NH"CHj--^^ ^ 



and 



Z represents CH. 

94. A compound according to claim 89 wherein W represents CH; X represents C-CH3, 
5 C-CH2CH3, C.CH(CH3)2, C-OCH3, C-OCH2CH3, C-Br or C-CI; Y represents C-CH3, C-CH2CH3. 

C-OCH3, C-Br, C-Cl, C-F, C ^ ^ or C~C(=Q)~NH-CHj-^ ^ and Z represents 



CH. 



95. A compound according to claim 89 wherein W represents CH; X represents CR2 and Y 
10 represents CR^ where and form the group -CH2-O-CH2-; and Z represents CH. 

96. A compound according to claim 89 wherein W represents CH; X represents CR^ and Y 
represents CR^ where R^ and R^ form the group -CH2-CH2-CH2-; and Z represents CH. 

15 97. A compound according to claim 89 wherein R^ represents hydrogen. 



98. A compound according to claim 89 wherein ( A j represents a cyclopentyl, cyclohexyl or 
cycloheptyl ring. 



0 



20 99. A compound according to claim 89 wherein ^^^^^ represents a cyclohexyl ring, 

100. A compound according to claim 89 wherein q is zero. 

101 . A compound according to claim 89 wherein W represents CH; X represents CH; Y represents 
25 CH; Z represents CH or C-CH3; R^ represents hydrogen; and ^^^^ represents a cyclopentyl, 

cyclohexyl or cycloheptyl ring; and q is zero. 
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102. A compound according to claim 89 wherein W represents CH; X represents CH; Z represents 
CH; Y represents C-Ci^alkyl , C-aryl, C-CN, C-NO2. C-halo, C-haloalkyl , C-heteroaryl, C-OR^, 
C-C(-0)R4 C-C=0)NY W2 , -C(=0)0R4 ^ C-NHC(=0)R^ , C-CH(OH)ary!, C-S(0)2NY1 y2, 



.0 



5 C-S(0)nR^ , represents hydrogen; ( A j represents a cyclopentyl, cyclohexyl or cycloheptyl 
ring; and q is zero. 

103. A compound according to claim 89 wherein W represents CH; X represents CH; Z represents 
CH; Y represents C-CH3, C-CH2CH3. C-CH2CH2CH3^ C-CH(CH3)2. C ^ ^ , 



Cft ,CH, CN 

C-^.C-Q .c-^KCH3.C-<Q , 




C-CN.C- 



NO2. C-Br, C-Cl, C-F], C-CF3], C ^ ^ . C — ^^^^ ' ^-OCH^ , 

, C-OCF3 . C-0-^~~^ . C-O-CH,-^ 



C— OCHjCHj , C— OCHF. 



C-0-(CH^)f / ]. C^^QR^ C~C(=0)-^^~^ , C-C(=0)-NH-CHj, 

15 C-C(=0)-N(CHj)j , C-C(=0)-NH-CHjCHj . C-C(=0)-NH-CH(CH,)j , 

C-C(=0)-NH-C(CH,)j-CHjOH . C-CCO)-NH-CHjCHjCN, 

C-C(=0)--NH-CHjCHjOCH3 , C-C(-0)-NH-CHj-^^^ , 
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C-C(=0)-NH-CHj-^ ^ , C-C(=0)-NH-CH2-^ 



C-C(=0)-NH-CH. 



_^~^CH3, C-a=0)-NH-CHj-^^ , 



C_C(=0)-NH-CHr^^ C-C(-0)-NH-(CH,)j-^^ , 
C-C(''0)-NH-(CH^)rN^ yO. C-C(»Q)-NH-(CH^j-I^ ^ . 
C-e(=0)-NH-(CH,)3-N; |.C-C{=0)-NH-(CH,)r<^ J. 



Q 



C_C(=0)-NH-(CH,)3-nO . C-C(=0)-NH-/ \ , C-C(=OPH . C 




C(=0)0CH3]. C-NHC(=0)CH3 . C-NHC(=0)CH(CH3)2. C-NH4:(=0) ^ ^ . 

C-NH-C(=0)-CH3--^^~^ , C-CH(OH) ' C-SO-NH-CHj-^^^ , 

104. C-SO2CH3; represents hydrogen; ^^^^^ represents a cyclopentyl, cyclohexyl or 
10 cycloheptyl ring; and q is zero. 

105. A compound according to claim 89 wherein W represents CH; X represents C-CH3, 
C-CH2CH3, C-CH(CH3)2. C-OCH3, C-OCH2CH3. C-Br or C-Cl; Y represents C-CH3, C-CH2CH3, 

15 C-OCH3, C-Br, C-Cl, C-F, C ^ ^ or C-C(=0)-NH-CH;-^^ ^ ; Z represents CH; 
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r7 represenls hydrogen; ( ^ . ) represents a cyclopentyl, cyclohexyl or cycloheptyl ring; and q is 



zero. 



106. A compound according to claim 89 wherein W represents CH; X represents CR^ and Y 
5 represents CR^ where R^ and R^ form the group -CH2-O-CH2-; Z represents CH; r7 represents 



hydrogen; ^^^^^ represents a cyclopentyl, cyclohexyl or cycloheptyl ring; and q is zero, 

1 07. A compound according to claim 89 wherein W represents CH; X represents CR2 andY 
represents CR^ where r2 and R^ form the group -CH2-CH2-CH2-; Z represents CH; R^ represents 



10 hydrogen; (^^^ represents a cyclopentyl, cyclohexyl or cycloheptyl ring; and q is zero. 

108. A compound according to claim 89 wherein R^ represents hydrogen and q is zero. 

109. A compound according to claim 89 wherein W is CH; X is C-CH3; Y is C-CH3. and Z is CH. 

15 

110. A compound according to claim 3 of the formula (\xd) 




(Ixd) 



wherein 

20 X^ is 0. S, SO2, or m^, where y5 is hydrogen, R^, -C(=0)R^, -C(=0)NY1 Y^, .C(=0)0R4 or Y^ is 
-S02R^; r is zero or an integer one or two; R' is hydrogen or alkyl; and R^ ^ jg alkyl or, when two R^ ^ 
groups are attached to the same carbon atom, they form an 0x0 group; or an N-oxide, prodrug, acid 
bioisostere, pharmaceutically acceptable salt or solvate of such compound; or an N-oxide, prodrug, or 
acid bioisostere of such salt or solvate. 
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111. A compound according to claim 1 10 wherein W represents CH; X represents CH; Y represents 
CH; and Z represents CH or C-CH3. 

112. A compound according to claim 1 10 wherein W represents CH; X represents CH; Z represents 
CH; and Y represents C-Cj^alkyK C-aryl, C-CN, C-NO2, C-halo, C-haloaikyl* G-heteroaryl, C-OR^, 
C-C(=0)R4 ^ C-C=0)NYIy2 , C-C(=0)0R4 , C-NHC(=0)R4 , C-CH(OH)aiyI, C-S(0)2NYI y2 or 
C-S(0)nR4. 

113. A compound according to claim 1 10 wherein W represents CH; X represents CH; Z 
represents CH; and Y represents C-CH3, C-CH2CH3. C-CH2CH2CH3 or C-CH{CH3)2, 
CH3 CHj 



CN CHjO 




C-CN, C-NO2, C-Br, C-CI or C-F, C-CF3, C 




or C 




(viii) C-0R4 [e.g. C-OCH, . C-OCH^Cflj , C-OCHf ^ , C-OCF3 , C— O— ^ ^ . 
C-0-CH,—^~~^ , 



C-0-(CH;)rl^ y3 . C-C(°0)-^ ^ .C-C(=0)-NH-CH3 , 

C-C(=0)-N(CH3)j, C— C(=0)-NH-CH2CH3 . C— C(=0)-NH-CH(CH3)j . 
C-C(=0)-NH-C(CHj)2-CHjOH . C-C(=0)-NH-CHjCHjCN . 



C-C(=0)-NH-CHjCHjOCH,. C~C(=0)-NH-CHj 
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CHj CHj 



10 



C-C(=0)-NH-CH,-^~^ , C-C(=0)-NH-CHj-^~~^ , 
C-C(<))-NH-CHr-<^^^^CH,. C-C(=0)-NH-CH,-H^^ . 
C-C(=0)-NH-CHr(^^ , C-C(=0)-NH-(CH,)j-(^^ . 
C-C(=0)-NH-(CHj)j-y \ . C-C(=0)-NH-(CH3)rN^ ^ , 

C-C(=0)-NH-(CHj)jh( II , 

C-C(-0)-NH-(CHj)3-n;^^1^ . C-C(=0)-NH-(CH2)5-: 
C-C(=0)-NH— ^1 ^ , C-C(=0)OH or C-C(=0)0CH3, C-NHC(=0)CH3. 

C-NHC(=0)CH(CH3)2, C-NH-C(=0) » C-NH-C(=0)-CHj-^^^ , 

C-CH(OH) ^ ^ , C-SO-NH-CHj-^^ ^ orC-SOiCHs. 

1 14. A compound according to claim 1 10 wherein W represents CH; X represents C-CH3, 
C-CH2CH3, C-CH(CH3)2. C-OCH3, C-OCH2CH3, C-Br or C-Cl; Y represents C-CH;^, C-CH2CH3, 

C-OCH3,C.Br,C-a,C-F, C ^ ^ or C-C(0)-NH-CHj-^ ^ ; and Z represents 




CH. 
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lis. A compound according to claim 1 10 wherein W represents CH; X represents CH; Y represents 
C-CH3 ; and Z represents C-CH3. 

1 16. A compound according to claim 1 10 wherein W represents CH; X represents CR^ and Y 
5 represents CR^ where r2 and R^ form the group -CH2-O-CH2-; and Z represents CH. 

117. A compound according to claim 1 10 wherein W represents CH; X represents CR^ and Y 
represents CR^ where r2 and R^ form the group -CH2-CH2-CH2-; and Z represents CH. 

10 1 18. A compound according to claim 1 10 wherein R^ represents hydrogen. 

119. A compound according to claim 1 1 0 wherein X > O, N-C(=0)R4 , N-C(=0)NY ^ Y^ , 
N.C(=0)OR'^ , or N-SO2R'* ; and r is zero. 



15 



20 



1 20. A compound according to claim 1 1 0 wherein X' is 

O, N-C(0)CH3, N^(=0)CH2CH(CH3)2, N.C(=0)CH(CH3)2, N-C(=0)C(CH3)3^ 
N— (C=0)-^<]] , N-C(=0)N(CH3)2, N-C(=0)NCH(CH3)2, N.C(=0)N(CH2CH3)2 

N-(C=0)-N^ , N— (C-Oj-N^^ ^ ,N-(C=0)-N^^^0,N-C(=0)0CH3, 
N-C(=0)OCH2CH3, N-SO2CH3 or N-S02CH(CH3)2; and r is zero. 

12 L A compound according to claim 1 10 wherein r is zero. 



122. A compound according to claim 110 wherein W represents CH; X represents CH; Y represents 
CH; Z represents CH or G-CH3; R^ represents hydrogen; xMs O, N-C(=0)R'^ , N-C(K))NYW2, 

25 N-C(=0)OR'* , N-S02R'* ; and r is zero. 



123. 
CH; 



A compound according to claim 1 10 wherein W represents CH; X represents CH; Y represents 
Z represents CH or C-CH3; R^ represents hydrogen; X^ is O, N-C(=0)CH3, N- 
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C(=0)CH2CH(CH3)2,N.C(=0)CH(CH3)2,N-C(=0)C(CH3)3, N-(C=0)-<3 ], 
N-C(=0)N(CH3)2,N-C(=0)NCH(CH3)2.N-C(=0)N(CH2CH3)2 N-(C=0)-N^^ , 

N-(C=0)-N^| ^ . N-(C=0)-J^ . N-C(=0)0CH3 . N^=0)OeH2CH3. N-SO2CH3 

or N-S02CH(CH3)2; and r is zero. 

1 24. A compound accoiding to claim 1 1 0 wherein W represents CH; X represents CH; Z represents 
CH; Y represents C-CMalkyl. C-aryl, C-CN, C-NO2. C-halo, C-haloalkyI, C-heteroaryl, C-OR- 
C-C(=0)R4 . C-C=0)NY1y2 , -C(=0)OR'* . C-NHC(=0)R* • C-S(0)2NY1 y2 . C-S(0)nR'* ; 
r7 represents hydrogen; X» is O, N-C(=0)R4 , N-C{=0)NY1 y2 . N-C(=O)0R'* . or N-SO2R'* ; and r 
is zero. 

125. A compound according to claim 1 1 0 wherein W represents CH; X represents CH; Z represents 
CH; Y represents C-CH3, C-CH2CH3. C-CH2CH2CH3 . C-CH(CH3)2. C ^ 




CH, CH, CN CH,0^^ 




C ^ V- C« . C f ^ , C (/ . C-CN. C-NO2. C-Br, C-Cl or C-F], 



-OCHF, . C-OCF, , 



C-CF3, C , C , C-OCH3. C-OCHjCH,, C-C 

c_oH^^ . c-o-chhQ> . c-o-(Ch,),-n;^o. C-C(=0H^^ . 

C-C(=0)-NH-CH,, C-C(-0)-N(CHj)j, C-C(=0)-NH-CHjCH, , 
C-C(=0)-NH-CH(CH3)j, C-C(=0)-NH-C(CH,)j-CH20H, C-C(=0)-NH-CHjCHjCN. 
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C-C(-0)-NH-CH2CH20CH3. C-C(=0)-NH-CHj-^^^ . 

C-C(=0)-NH-CHj-^ ^ . C-C(=0)-NH-CH2—<^ ^ , 
C_Q=0)-hm-CHH^^^^^CH3/C-C(<>)-NH . 



C-C(=0)-NH-CH,-^^ , C-q=0)-NH-(CH^-H^~^ . 

/~A /~~\ 

C-C(=0)-NH-(CH2)j-N^^ ^O, C-C(=0)-NH-(CHj)j-N^^ J , 

C-C(=0)-NH-(CH,)3-n;^ . C-C(=0)-NH-(CH,)5-<^^^II . 

C_C(=0)-NH-(CHj)3-l<^^ , C-C(=0)-NH-^^ . C-C(=0)OH . C-C(=0)0CH3, 
C-NHC(=0)CH3 , C-NHC(=0)CH(CH3)2, C-NH-C(=0) ^ . 

C-NH-C(=0)-CHf-^^~~^ . C-CH(OH) ' C-SQ-NH-CHj-^""^ or 

C-SO2CH3; r7 represents hydrogen; is O, N-C(=0)CH3, N-C(=0)CH2GH(CH3)2, N- 
C(=0)CH(CH3)2,N-C(=0)C(CH3)3 .N-(C=0)— <] , N-C(=0)N(CH3)2. N-C(=0)NCH(CH3)2, 



N-C(-0)0CH3 , N-C(=0)OCH2CH3, N-SO2CH3 orN-S02CH(CH3). and r is zero. 
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126. A compound according to claim 1 10 wherein W represents CH; X represents C-CH3, 
C-CH2CH3, C-CH(CH3)2, C-OCH3, C«OCH2CH3, C-Br or C-Cl; Y represents C-CH3, C-CH2CH3, 

C-0CH3,C-Br,C-CI,C-F, C ^ ^ or C-C(0)-NH-CHj-^^ ^ ; Z represents CH; 

r7 represents hydrogen; X ^ is O, N-C(=0)R4, N-C(=0)NY> y2 , N-C(=0)0R4 or N-SC^R^ ; and r 
5 is zero. 

1 27. W represents CH; X represents C-CH3, C-CH2CH3, C-CH(CH3)2, C-OCH3. C-OCH2CH3, 
C-Br or C-Cl; Y represents C-CH3, C-CH2CH3, C-OCH3, C-Br, C-Cl, C-F, C- ^ y or 



C— C(=0)-NH-CH;- ^ ^ ; Z represents CH; R^ represents hydrogen; X^ is O, 

10 N-C(=0)CH3, N-C(=0)CH2CH(CH3)2, N-C(=0)CH(CH3)2, N-C(=0)C(CH3)3 or 
N— {C=0)-<3 ,N-C(=0)N(CH3)2,N.C(-0)NCH(CH3)2,N-C(=0)N(CH2CH3)2 

N-(CK))-N^ , N-(C=0)"N^ ^ » N-(CK))-/ \ , N-C(=0)0CH3, 
N-C(=0)OCH2CH3, N-SO2CH3 or N-S02CH(CH3)2; and r is zero. 

15 128. A compound according to claim 1 10 wherein W represents CH; X represents CH; Y represents 
C-CH3; Z represents C-CH3; represents hydrogen; X^ is O, N-C(=0)r4. N-C(=0)NY* y2 , N- 

C(=0)0R4 or N-S02R^ ; and r is zero. 

1 29. A compound ciccording to claim 1 10 wherein W represents CH; X represents CH; Y represents 
20 C-CH3; Z represents C-CH3; represents hydrogen; X^ is O, 

N-C(=0)CH3,N-C(=O)ai2CH(CH3)2,N-C{=0)CH(CH3)2. N.C(=0)C(CH3)3 or 

N-(C=0)-<^ , N-C(=0)N(CH3)2, N-C(=0)NCH(CH3)2. N-C(=0)N(CH2CH3)2 



wo 03/035065 PCT/GB02/04763 

630 

N-(C=0)-N^^ , N-(C=0)-N^ ^ , N-(C=0)-N^ \> » N-C(=0)0CH3, 
N-C(=0)OCH2CH3, N-SO2CH3 or N-S02CH(CH3)2; and r is zero. 

130. A compound according to claim 1 10 wherein W represents CH; X represents CR^ and Y 
5 represents CR3 where r2 and R^ form the group -.CH2-O-CH2-; Z represents CH; R? represents 

hydrogen; isO,N^(=0)R4 N<:(=0)NY'y2 , N-C(=0)OR^ or N-S02R^ ; and r is zero. 

131. A compound according to claim wherein W represents CH; X represents CR2 and Y 
represents CR^ where R^ and R^ form the group -CH2-O-CH2S Z represents CH; R^ represents 

10 hydrogen; isO, 

N-C(=0)CH3,N-C(=0)CH2CH(CH3)2,N.C(=0)CH(CH3)2, N.C(=0)C(CH3)3 or 

N— (C=0)-<^ , N-C(=0)N(CH3)2. N-C(K))NCH(CH3)2, N-C(=0)N(CH2CH3)2 
N— (O0)-n|^^ > N— (C=0)-N^^ ^ , M— (C=0)-T^^ y> , N>C(=0)OCH3, 



IS 



20 



N-C(=0)OCH2CH3, N-SO2CH3 or N-S02CH(CH3)2; and r is zero. 

1 32. A compound according to claim 1 10 wherein 

W represents CH; X represents CR2 and Y represents CR^ where R^ and R^ form the group 
-CH2-CH2-CH2S Z represents CH; represents hydrogen; X> is O, N-C(=0)R^. N^(=0)NY ^2 ^ 

N-C(=0)0R4 or N-S02R^ ; and r is zero. 

1 33. A compound according to claim 1 1 0 wherein 

W represents CH; X represents Cr2 and Y represents CR^ where r2 and R^ form the group 
-CH2-CH2-CH2-; Z represents CH; R-^ represents hydrogen; X^ is O, 
N-C(=0)CH3, N.C(=0)CH2CH(CH3)2, N.C(=0)CH(CH3)2, N-C(=0)C(CH3)3 or 

N-(C=0)-<^ , N-C(=0)N(CH3)2, N-C(=0)NCH(CH3)2, N-C(=0)N(CH2CH3)2 
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N— (C=0)-N^^ . N— (C°0)-N^ ^ . N— (C=0)-N^ y3 . N-C(=0)0CH3. 
N-C(=0)OCH2CH3, N-SO2CH3 or N-S02CH(CH3)2: and r is zero. 



134. A compound according to claim 1 1 0 wherein 
5 Xl is N-C(=0)CH(CH3)2. N-C(=0)CH2CH(CH3)2, N-C(=0)C(CH3)3; N-(C=0)^<^ , 

N-C(=0)N(CH3)2,N-C(=0)NCH(CH3)2,N-C(=0)N(CH2CH3)2, N-(C=0)-N^|^ , 

N— (C=0)-N^ ^ . N-(C=0)-N^ ^0 . N-C(=0)0CH3 or N-C(=0)OCH2CH3; and r is 



zero. 



10 135. A conjpound according to claim 1 10 wherein W is CH; X is CH; Y is CH, C-CH2CH3, 

CN F 




C-CH2CH2CH3. c — f "7 . C ^ \ . C f ^ , C 




C-CN,C-Br.C-CF3, C ^ \, C ^ . C-OCH3 , C-OCH^CHj. C-OCHFj, 



<rfA. 



C-OCFj. C-0-CHj-<^ y . C— C(=0)-NH-CHj , C-C(=0)-NH-CHjCH, . 
C-C(=0)-NH-CH(CH3)j , C-C(=0)-NH-C(CH3)j-CHjOH , C-C(=0)-NH-CHjCHjCN , 

15 c-C(=0)-NH-CH^CH^0CH3, C-C(=0)-NH-CHj-^' ^ . 

CHj CH3 



:-C(=0)-NH-CHj— ^ ^ , C-C(=0)-NH-CHj-^ ^ . 
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f V-CHj, C-C(=0)-NH-(CH,)i-/ 




C-C(=0)-NH-CHj , , . ^ 

C-C(=0)-NH-(CHj)rN^^ ^O, C-C(=0)-NH-(CHj)j-N,^^^ ^ , 

C-C(=0)-NH-(CH,)5->(^ . C-C(=0)-NH-(CHj)r^^^jl , 
C-C(=0)-NH-CHr/ 7 , C-C(=0)-NH-CHj-/ ^ , 

5 C-C(=0)-NH-(CH,)3-N^^ . C-C(=0)-NH-(^~^ . C-C(=0)0CH3 , C-C(=0)OH 



C-CH(OH) ' C-SO2CH3 or C-SOrNH-CHj--^~~^ 



and Z is CH. 



136. A compound according to claim 1 10 wherein W is OT; X is C-CH3 or C-CII2CH3; Y is 
C-CH3. C-CH2CH3. C-CH(CH3)2. C-Br , C-Cl, C-F, C ^ y . or 



10 C-C(=0)-NH-CHj-^ ^ .andZisCH. 



137. A compound according to claim 1 1 0 wherein W is CH; X is C-OCH3; Y is CH, C-CH3, 

C-CH2CH3, C-Cl or C-OCH3; and Z is CH. 

IS 138. A compound according to claim 1 10 wherein W is CH; X is C-OCH2CH3; Y is C-F; and 

Z is CH. 



139. 

represents 



A compound according to claim 1 10 wherein W represents CH; X represents CR^ and Y 
CR3 where r2 and r3 form the group -CH2-CH2-CH2-; and Z represents CH. 
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j40. A compound according to claim 1 10 wherein W represents CH; X represents CR2 and Y 

represents CR^ where r2 and R-^ form the group -CH2-O-CH2-; and Z represents CH. 

5 14 1. A compound according to claim 1 10 wherein xMs 

N-C(=0)N(CIl3)2.N-C(ND)NCH(CIl3)2,N-C(=0)N(^ N— (C=0)-N^^ or 



and r is zero. 



142. A compound according to claim 1 10 wherein W represents CH; X represents C-CH3; Y 
10 represents C-CH3 or C-Cl; arid Z represents CH. 

143. A compound according to claim 3 which is 

2-(l H-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid benzylamide; 

2-(lH-indazoU3-yl)-IH-benzimidazole-5-carboxylic acid N-methylamide; 
15 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-ethylamide; 

2-( I H-indazol-3-yl)-l H-benzimidazole-5-carboxylic acid N-isopropylamide; 

2-(lH-indazoU3-yl)-lH-benzimidazole-5-carboxylic acid N-phenylamide; 

2-( I H-indazol-3-yl)-1 H-benzimidazole-5-carboxylic acid N-phenethylamide; 

5,6-dimethyl-2-(5-methylsulfanyl-lH-pyra2ol-3-yl)-IH-benzoimidazoIe; 
20 6-chloro-5-methyl-2-(5-methylsulfanyl-lH-pyrazol-3-yl)-lH-benzoimidazole; 

6-chloro-2-(5-ethylsulfanyl-l H-pyrazol-3-yl)-5-methyl-l H-benzoimidazole; 

2-(5-methylsulfanyl-lH-pyrazol-3-yl)-5-trif1uoromethyl-lH-benzoimidazole; 

2-(5-cyclopropylmethyIsulfanyl-lH-pyrazoU3-yl)-5,6-dimethyl-lH-benzoimidazole; 

2-(5-ethylsulfanyMH-pyrazol-3-yl)-5,6-dimethyl-lH-benzoimidazole; 
25 5,6<limethyl-2-[5-(pyridinO-ylmethylsulfanyI)-lH-pyrazol-3-yl]-lH-benzoiniidazole; 

5-fluoro-2-[5-methylsulfanyl)-lH-pyrazol-3-yl]-lH-benzoimidazole; 

5,6~dimethyl-2-(5-phenethylsulfanyl-lH-pyrazol-3-yl)-lH-benzoimidazoIe; 

4-methyl-2-(5-methylsulfanyl-lH-pyrazol-3-yl)-lH-benzoimidazole; 

5,6-dimethyl-2-(5-benzylsulfanyl-lH-pyrazol-3-yl)-lH-benzoimidazoie; 
30 6-chloro-5-methyl-2-(5-morpholin-4-yl-lH-pyrazol-3-yl)-lH-benzoimidazoIe; 
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5,6-dimethyl-2-[5-(thiophen-2-ylmethylsulfanyl)-lHi>yra2oU3-yl]-lH-benzoimidazol^^ 
2-(5-ethylsulfanyl-l H-pyrazol-3-yl)-5-raethoxy- IH-benzoimidazoIe hydrochloride; 
5-methyl-2-(5-methylsulfanyl-4-propyl-l H-pyrazol-3-yI)- 1 H-benzoimidazole; 
2-(5-(4-methoxy-benzylsulfanyl)-4-propyl-lH-pyrazol-3-yl)- 5-methyl-lH-benzoimidazo!e; 
S 2-(5-benzylsulfanyl-4-isopropyl-l H-pyra2ol-3-yl)-5-methyl-l H-benzoimidazoIe; 
2-<5-methylsulfanyl-4-methyl-lH-pyrazol-3-yl)-5-methoxy-lH-benzoirnidazole; 

2- (5-methylsulfanyl-4-methyl-lH-pyrazol-3-yl)-5-methyl-lH-benzoimidazole; 

3- (5-chloro-lH-benzoimidazol-2-yI)-lH-pyrazoM-ylamine; 
3-(5,6-dichloro«lH-benzoimidazol-2-yl)-lH-pyrazol-4-ylamine; 

JO 3-(5,6-dimethyMH-benzoimidazol-2-yl)-l H-pyrazol-4-ylamine; 

3-(5-ethyl-6-methyl-lH-benzoimida2ol-2-yl)-IH-pyrazo!-4-ylamine; 

3-<6-chloro-5-methoxy- 1 H-benzoimidazol-2-yl)-l H-pyrazoM-ylamine; 

3-(5-methoxy-lH-benzoimidazol-2-yi)- 1 H-pyrazol-4-ylamine; 

3-(5-ethoxy- 1 H-benzoimidazol-2-y 1)- 1 H-pyrazoM-ylamiiie; 
15 3-(5-fluoro-6-methyl- 1 H-beiizoimidazol-2-yl)- 1 H-pyrazoM-ylamine; 

3-(5-trifluoromcthoxy-lH-benzoiinida2ol-2-yl)-lH-pyrazol-4-ylamine; 

3-(5-trifluoromethyHH-benzoiniida2ol-2-yl)-lH-pyrazol-4-ylamine; 

2- <4-amino-lH-pyrazol-3-yl)-lH-benzoimidazole-5-carboxylic acid methyl ester; 

3- (l H-ben2oimida2ol-2-yl> J H-indazole; 

20 3-(5-methoxy-lH-benzoiinidazol-2-yl)-lH-indazole; 

[2-(indazol-3-yI)-lH-ben2oimidazol-5-yl]-phenyl-methanone; 
2-( I H-indazol-3-yl)-3H-benzoiniidazol-4-ol; 

2- phenyl- 1 H-imidazol [4,5-b]pyrazi ne; 

3- (5,6-dimethyl-l H-benzoimidazol-2-yI)-lH-indazoIe; 
25 2-(lH-indazol-3-yl)-3H-imidazo[4,5-c]pyridine; 

2-(lH-indazoIe-3-yI)-3H-imida2o{4,5-b]pyridine; 

2- ( 1 H-pyrdZoI-3y I)- 1 H-benzoimidazole; 

3- {5,6-dimethy I- 1 H-benzoimidazoU2-yl)-5-methoxy- 1 H-indazole; 
3-(5-ethyl-6-methyI-lH.benzoimida2ol-2-yl)-5-methoxy-lH-indazole; 

30 3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-5-fluoro-lH-indazole; 

3-(5,6-dimethyl-IH-benzoiinidazol-2-yl)-6-fluoro-lH-indazole; 

3-(5,6-dimethyl- 1 H-benzoimidazoI-2-yl)-5-methyl-lH-indazole; 

3-(5,6-dimethyl- 1 H-ben2oimidazol-2-yi)-6-methoxy-lH-indazole; 

5,6-diinethy U2-(4-pheny 1- lH-pyrazol-3-yl)- 1 H-benzoimidazole; 
35 3-(5-ethyl- 1 H-benzoimidazol-2-yl)- 1 H-indazole; 

3-(5-ethyI-6-methyl-l H-benzoimidazoI-2-yl)-l H-indazole; 



wo 03/035065 



PCT/GB02/04763 



635 



3-(5-isopropyl-6-methyl-lH-benzoimidazol-2-yl)-lH-indazole; 

3-(5-bromo-6-methyl- 1 H-benzoimidazol-2-yl)- 1 H-indazole; 

3-(5-bromo-l H-benzoimidazol-2-yl)-l H-indazoIe; 

3-(5-(3-cyano)phenyl- 1 H-benzoimidazol-2-yl)- 1 H-indazole; 
5 3-(5-{pyrid-3-yl)-lH-ben2oimidazol-2-y!)-l H-indazole; 

3-(6-methyl-5-phenyl-lH-benzoiinidazol-2-yl)-l H-indazole; 

3-(5-phenyl- 1 H-benzoimidazol-2-yl)-l H-indazole; 

3-(5-{2-fluoro)phenyl-lH-benzoimidazol-2-yl)-lH-indazole; 

3-(5-(5,6-methylenedioxy)phenyMH-benzoimidazol-2-yl)- 1 H-indazole; 
10 3-(5-(2-iTiethoxy)phenyl-lH-benzoimidazol-2-yl)-lH-indazole; 

3-(5-{4-chloro)phenyl-lH-benzoimidazoJ-2-yl)-lH-indazole; 

3-(5-(4-n[iethyl)phenyl- 1 H-benzoiniidazol-2-yl)- 1 H-indazole; 

3-(5-benzyloxy- 1 H-benzoimidazol-2-yl)-lH-indazole; 

3-{5,6-methylenedioxy-lH-benzoiniidazoI-2-yl)-lH-inda2oIe; 
15 3-(5,6-dinaethoxy-lH-benzoimidazol-2-yl)-lH-indazole; 

3-(5,6-diethyi-lH-benzoimidazol-2-yl)-lH-inda2ole; 

3-(4,5-dimethyI-lH-benzoimidazol-2-yl)- 1 H-indazole; 

2- {lH-inda2ol-3-yl)-l H-benzoimida2ole-5-carbonitrile; 

3- (5-methoxycarbonyl-l H-benzoimidazol-2-yI)-i H-indazole; 
20 3-(5,6-dimethyl- 1 H-benzoimidazol-2-yl)-5-ethoxy-l H-indazoIe; 

3-(5,6-dimethyl-lH-benzoimidazoI-2-yi)-pyrazole-4-carboxylic acid ethyl ester; 

2- (4-isopropylcarbanioyl-lH-pyrazo]-3-yl)-l H-benzoimidazole-S-carboxylic acid methyl ester; 

3- (5,6-dimethyl-lH-benzoimidazol-2-yl)-5-methyl-pyrazole-4-carboxylic acid ethyl ester; 
3-(l,5,6,7-tetrahydro-l,3-diaza-s-indacen-2-yl)-lH-pyrazole-4-carboxylic acid cyclopropylamide; 

25 3-(5-methoxy-6-methyl- 1 H-benzoimidazol-2-yl)-l H-pyrazoIe-4-carboxy lie acid isopropy lamide; 
3-[5-(2-niorpholin-4-yl-ethoxy)-lH-benzoimida2ol-2-yl]-lH-indazole; 

3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazole-4-carboxylic acid (2-methoxy-ethyl)-amide; 

3-(5,6-dimethyl- iH-benzoiniidazol-2-y l)-l H-pyrazole-4-carboxylic acid propylamidc; 

3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazole-4-carboxylic acid (tetrahydro-pyran-4-yl)-ainide; 
30 3-(5-ethyl-6-methyl-l H-benzoimidazoU2-yl)-l H-indazole-S-carbonitrile; 

3-(5-difluoromethoxy-I H-benzoimidazol-2-yl)-lH-pyrazole-4-carboxylic acid isopropylamide; 

3-(5-difluoromethoxy-l H-benzoimidazol-2-yl)-lH-pyrazole-4K:arboxylic acid cyclopropylamide; 

3-(6-ethyl-5-methoxy-l H-benzoiniidazol-2-yl)-lH-pyrazole-4-carboxylic acid isopropylamide; 

3-(5,6-dimcthyl-lH-benzoimidazoN2-yl)-lH-indazole-5-carbonitrile; 
35 2-(5-methyl-IH-pyrazol-3-yl)-lH-benzoimidazole; 

2-(5-ethoxy-lH-pyrazol-3-yl)-lH-benzoimidazole; 
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2-(5-methyIsulfanyl-isoxazpl-3-yI)- 1 H-benzoimidazole; 
5-chloro-2-(4-nitro-lH-pyrazol-3-yl)-lH-benzoimidazole; 
5,6-<iichloro-2-(4-nitro-lH-pyrazol-3-yI)- 1 H-benzoimidazole; 
(ben2oimidazol-2-yl)-5-methylthio-3-pyrazole; 
5 3-(5,6-di methyl- lH-benzoimidazol-2-yl)-4,5,6,7-tetrahydro- 1 H-indazoIe; 
2-(5-isopropyl-lH-pyrazoI-3-yl)-5,6-dimethyl-lH-benzoimida2ole; 

2- (5-ethyI- 1 H-pyrazol-3 -yI)-5,6-di methyl- 1 H-benzoimidazole; 
5,6-dimethyl-2-(l,4,5,6-tetrahydro-cyclopentapyrazol-3-y!)-lH-benzoimida2oIe; 

3- (5,6-dimethyl- 1 H-benzoimidazol-2-y IH-fluoro- 1 H-indazole; 
10 4-chloro-3-(5,6-dimethyMH-benzoimidazol-2-yl)-l H-indazole; 

3-(5.6-dimelhyl-lH-ben2oimidazol-2-yl)-5-chloro-lH-inda2ole; 
3-(5,6-dimcthyl- 1 H-bcnzoimidazol-2-yl)- 1 H-indazol-5-ol; 
3-(5-n-propyl-lH-benzoimidazol-2-yI)-IH-indazole; 

2- (lH-indazol-3-yl)-l H-benzoimidazole-5-sulfonic acid ben:^lainide; 
15 3-(5-methanesulfonyJ-l H-benzoimidazol-2-yl)-l H-indazole; 

[2-(indazol-3-yl)- 1 H-ben2oimidazol-5-yJ]-pheny 1-methanol; 
[2-(indazol-3-yl)- 1 H-bcnzoimidazol-5-yl]-carboxylic acid; 
[2-(indazol-3-yl)- 1 H-benzoimidazol-5-yl]-carboxyIic acid, methylamide; 
[2-(indazol-3-yl)- 1 H-benzoimidazol-5-yl]-carboxylic acid, dimethylamide; 
20 [2-(indazol-3-yl)-lH-benzoimidazoI-5-yl]-carboxylic acid, isopropylamide; 
lH-benzoimidazol-5-yl]-carboxyIic acid, benzylamide; 
[2-(indazol-3-yl)-lH-benzoimida2ol-5-yI]-carboxylic acid, benzamide; 

3- (5 i methyl- 1 H-benzoimidazoI-2-yI)- ni-pyrazole-4-carboxylic acid isopropylamide; 

3-(5 ,6-di methyl- 1 H-benzoimidazol-2-yl)- 1 H-pyrazole-4-carboxylic acid (2-hydroxy- 1 , 1 -dimethy 1- 
25 ethyl)-amide; 

2- (4-isopropyicarbamoyl-l H-pyra2ol-3-yl)-lH-benzoimidazole-5-carboxylic acid (pyridin-3-ylmethyl)- 
amide; 

3- (5,6-dimethyl- 1 H-benzoimidazoi-2-yl)-5-methyl- 1 H-pyrazole-4-carboxylic acid cyclopropylamide; 
2-(4-!Sopropylcarbamoyl-lH-pyra2ol-3-yl)-lH-benzoimidazole-5-carboxylicacid phenylmethyl-amide; 

30 2-(4-isopropylcarbamoyl-lH-pyrazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (pyridin-2-ylmethyl)- 
amide; 

2-(lH-inda2ol-3-yl)-l H-benzoimidazole-5-carboxylic acid (pyr]din-3*ylmethyl)-amide; 
2-(lH-indazoI-3-yI)-l H-benzoimidazole-5-carboxylic acid 3-methyl-benzylamide; 
2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxyIic acid 4-methyl-benzylamide; 
35 2-(lH-indazol-3-yl)-lH-ben2oimidazole-5-carboxylicacid [3-(2-oxo-pyrrolidin-l-yl)-propyl]-amide; 
2-(l H-indazol-3-yl)-lH-bcnzoimidazole-5-carboxylic acid (2-morpholin-4-yl-ethyl)-amide; 
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2-(l H-indazoI-3-yI)- 1 H-benzoimidazole-S-carboxylic acid (2-methoxy-ethyl)-ainide; 
2-(l H-inda2ol-3-yl)-lH-ben2oim|dazole-5-carboxylic acid (2-cyano-ethyl)-amide; 
2-<lH-inda2ol-3-yl)-lH-ben2oimidazole-5-carboxylicacid(2-hydroxy-l,Mimethyl-et 

2- (l H-Indazol-3-yl)-lH-benzoifnidazole-5-carboxyIic acid (3-imidazol- 1 -yl-propyl)-amide; 
5 3-(5, 6-dimethy|.lH-ben2oimidazoI-2-yl)-lH-pyra2ole-4-carboxylic acid isobutyl-amide; 

3.(5,6-dimethyl-lH-benzoimidazol-2-yl)-l H-pyra7.ole-4-carboxylic acid isopropylamide; 

3- (5,6-dimethyUlH-benzoiiiiidazol-2-yl)-l H-pyrazole-4-carboxylic acid eye lopropy I methyl-amide; 
3-(5,6-dimethyl-lH-benzoiniidazol-2-yl)-5-methyl-l H-pyrazole-4-carboxylic acid tert-butylamide; 
3-(5,6-dimethyUlH-benzoimidazol-2-yl)-l H-indazole-5-carboxylic acid dimethylamide; 

10 2-(4-isobutyrylamino-lH-pyrazol-3-yl)-lH-benzoimidazole-5-carboxylic acid benzylamide; 
[2-(indazol-3-yl)- J H-benzoimidazol-5-yl]-carboxylic acid; 
3-(5,6-dimethyl-l H-benzoimidazol-5-yl)-pyrazole-4-carboxylic acid; 

2- (4-isopropylcarbamoyl-lH-pyrazol-3-yl)-lH-benzoimidazole-5-carboxylic acid; 

3- (5,6-dimethyl-lH-benzoimidazol-2-yl)-5-methyl-pyrazole-4H:aitoxylic acid; 
15 N-[3-(5,6-dimethyl- 1 H-ben2oimidazol-2-yl)- 1 H-pyrazoM-yl].isobutyramide ; 

N-[3-(5,6-dimethyI-l H-benzoimidazoU2-yI)- lH-pyrazoM-yl]-3-inelhyl-butyrdmid€; 

N43-<5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yI]-2-phenyl-acet^^ 

cyclopropanecarboxylic acid [3-(5,6-dimethyi-l H-benzoiraida2ol-2-yl)-lH-pyra2oI-4-yl]-amide; 

methoxyacetic acid [3<5,6Klimethyl-lH-bcnzoitnida2oI-2-yl)-lH-pyrazol-4-yl]-amide; 
20 cycIopentanecarboxyhcacid[3K5,6-dimethyl-lH-benzoimidazol-2-yl)-IH-pyrazoI-4-yI]-amide; 

trimethylacetic acid [3-(5,6-dimethyl-l H-benzoimidazol-2-yl)-lH-pyrazol-4-.yI]-amide; 

/en-butylacetic acid [3-(5,6-dimethyl- 1 H-benzoimidazol-2-y I)- 1 H-pyrazoM-y I]-amide; 

butanoic acid [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide; 

isoxazole-5-carboxylic acid [3-{5,6-dimethyl-lH-benzoimidazol-2-yi)-lH-pyrazol-4-yl]-amide; 
25 S(+)-2-methylbutanoic acid [3-(5,6-dimelhyl-l H-benzoimida2ol-2-yl)- 1 H-pyrazoM-yl]-amide; 

cyclopropanecarboxylic acid [3-(5-ethyl-6-methyMH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide; 

piperidine-lH:arboxylicacid[3-(6-chloro-5-methoxy4H-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-amide^ 

3-[3-(6^hloro-5-methoxy-lH-benzoimidazol-2-yl)- lH-pyrazol-4-yl]- 1 , 1 -dimethylurea; 

cyclopropanecarboxylic acid [3-(5-inethoxy- 1 H-beiizoimidazol-2-yl)- 1 H-pyrazol-4-yl]-ainide; 
30 cyclopropanecarboxylic acid (3-(5-ethoxy-l H-ben2oimidazoU2-yl)-l H-pyrazol-4-yl]-amide; 

cyclopropanecarboxylic acid [3-(5-fluoro-6-methyl-lH-benzoiinida2ol-2-yl)-lH-pyrazol-4-yl]-amide; 

cyclopropanecarboxylic acid [3-(5-trifluoromethoxy-lH-benzoiniidazol-2-yl)-lH-pyrazol-4-yl]-amide; 

cyclopropanecarboxylic acid [3-(54rifiuoromethyl-lH4)enzoiinidazol-2-yl)-lH-pyrazol-4-yl]-amide; 

N-[3<5-trifluoromethyl-lH-ben2oiinidazol-2-yl)-lH-pyrazol-4-yI]-isobutyraniide; 
35 cyclopropanecarboxylic acid [3-(5-chIoro-6-methyl-IH-ben2oimidazoU2-yl)-l H-pyrazol-4-yl]-amide; 
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3.5- dimethyl.isoxa2ole-4-carboKylic acid [3-(5,6-dimethyHH-benzoimidazoI-2.yl>lH-pyra2ol-4.yl]- 
amide; 

N43-(5,6-dimethyl-lH-ben2oimida2ol-2-yl).lH-pyrazoM-yl]-acetanM^^ 
furan-3-carboxylic acid [3-(5-chloro-6-methyl-lH4)enzoimidazol-2-yl)-lH-pyra2oM-yl]-amide; 
5 N^3-(5,6Klimethyl-lH-ben2oimidazol-2-yl)-lH-pyra2ol-4-yl]-4-methyl-ben2am 

5.6- dimethyl-2-(4-nitro-lH-pyrazol-3-yl)-lH-ben2oimida2ole; 

5- ethyl-6-methyl-2-(4-nitro-l H-pyrazol-3-yl)-l H-benzoimidazoIe; 

6- chloro-5-methoxy-2-{4-nitro- 1 H-pyra2ol-3-y I)- 1 H-ben2oimidazole; 
5-fluoro-6-methyl-2-(4-nitro-l H-pyra2oI-3-yI)-lH-benzoimidazole; 

IQ 2-(4-nitro-lH-pyra2ol-3-yI)-5-trifluoromethoxy-l H-ben2oirnidazoIe; 
2-(4-nitro-lH-pyrazol-3-yl)-5-trifluoromethy!-lH-benzoiinida2ole; 
5-chloro-6-methyl-2-(4-nitro- 1 H-pyrazol-3-yl)-l H-benzoimidazoIe; 

2- (4-nitro-lH-pyrazol-3-yl)-lH-benzoimidazole-5-carboxyIic acid methyl ester; 

3- {5,6-dimethyI-lH-ben2oimidazoI-2-yI)-l,4,6j4etrahydro-pyrazolo[4,3-c]pyridin^ acid 
15 isopropylamide; 

cyclopropyI-[3-(5,6-dimethyl-lH-benzoimidazo!-2-yl)-l,4,6j4etrahydroi3yrazolo[4,3-c]pyri 
methanone; 

isopropyK3-(5,6-dimethyl-lH-benzoimidazoI-2-yl)4A6,7-tetrahydro-pyrazoio[4,3-^ 
methanone; 

20 1 -[3-(5,6-diniethyl- 1 H.benzoimidazol-2-yl)-l ,4,6,7-tetrahydro-pyrazoIo[4,3-c]py^idin-5-yl]-2,2- 
dimethyI-propan- 1 -one; 

3-(5,6-dimethyl-IH-benzoimidazoI-2-yl)-l,4,6,7-tetrahydroi)yrazolo[4,3-c]pyridine-5K^ 
methyl ester; 

3-(5,6-dimethyl-lH-benzoimidazol-2-yl)^,5,6,7-tetrahydro-lH-pyrazolo[4,3-c]pyridine; 
25 3-(5-chloro-6-methyl-IH-ben2oimida2ol-2-yl)-4,5,6,7-tetrahydro-iH-pyrazolo[4,3-c]pyridine; 
3-[5-(2-morpholin-4-yl-ethoxy)-lH-ben2oimidazoU2-yl]-4,5,6,7-tetrahydro-lH- 
pyra2olo[4,3-c]pyndine; 

3-(54rifluoromethyl-lH-benzoimidazol-2-yl)-4,5,6,7-tetrahydro-lH-pyrazolo[4,3-c]pyridine; 
3-(5.6-dimethyl- lH-benzoimidazol-2-y !)- 1 ,4,6,7-tetrahydro-pyra2olo[4,3-c]pyridine-5-carboxylic acid 
30 ter/-butyl ester; 

5-methoxy-2-(4-nitro-lH-pyra2ol-3-yl)-lH-benzoimidazole; 
5-ethoxy-2-(4-nitro- 1 H-pyrazoI-3-yl)- 1 H-benzoimidazole; 

3-(5<hloro-^methyl-lH4}enzoimidazol-2-yl)-l,4,6J-tetrahydro-pyiazolo[4,3K;]pyridine-^^ 
acid tert-butyl ester; 

35 3-[5-<2-morpholin-4-yl-ethoxy)4H-ben2oimida2ol-2-yl]-l,4,6,7-tetrahydro-pyrazolo[4,3^^ 
carboxylic acid tert-butyl ester; 
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3-(5,6-dimethyl-lH-ben2oimida2ol-2-yl)-l,4,6j4etrahydroi)yrano[4,3 
3K5-trifluoromethyl-lH-ben2oimida2oI-2-yl)-l,4,6,74etrahydro-pyrazoIo[4,3<]p 
acid tert-butyl ester; 

N-[3K5,6Hlimethyl-IH-ben2oimida2ol-2-yl)-lH-pyrazol-4-yl]-2-moipholin-4-yI-acete^^ 
5 2-dimethylamino-N-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)- 1 H-pyrazoU-yl]-acetamide; 
N43<5,6Klimethyl-lH-benzoiraidazol-2-yl)-lH-pyrazol-4-yl]-2<lH4,23,4.tetra^^ 
N-[3-(5,6-dimethyl- 1 H-benzoimidazo!-2-yl)M H-pyra2ol-4-yl]-isonicotinamide; 
. 2<yclopropy!-N-[3-(5,6-dimethy 1- 1 H-benzoimidazol-2-y I)- 1 H-pyrazoI-4-yl]-acetamide; 
1 43-(5,6-dimethyl- lH-benzoimida2oI--2-yI)-l H-pyrazoM-yI]-3-methyl-urea; 
10 l-[3-(5,6-dimethyl-lH-benzoiniidazol-2-yl)-lH-pyrazol-4-yl]-3-isopropyl-urea; 
l-[3-<5,6-<iimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-3-phenyI-urea; 
1 -benzyI-3-[3-(5,6-dimethyl- 1 H-benzoi midazol-2-yl)- 1 H-pyrazoM-yI]-urea; 

3- (5,6-dimethyl- 1 H-benzoimidazoI-2-yl)- 1 ,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-5-carboxyIic acid 
isopropylamide; 

15 cyclopropanecarboxylic acid[3<5<thoxy-6-ethyl-iH-ben2oimida2ol-2-yI)-l H-pyrazol-4-yl]amide; 
3Ki;5,6J-tetrahydro-l,3-diaza-s-indacen-2-yl)-lH-pyrazol-4.ylamine; 

4- n)ethylpiperazine- 1 -carboxy lie acid [3-( 1 ,5,6,7-tetrahydro- 1 ,3-diaza-s-indacen-2-yl)-1 H-pyrazoM- 
yljamide; 

ljKiimethyl-3-(3-(l,5,6J-tetrahydro-s-indacen-2-yI)-lH-pyrazoI-4-yl]urea; 
20 cyclopropanecarboxylic acid [3-(6-ethoxy-5-fluoro-lH-benzimidazol-2-yl)-l H-pyrazoW-ylJamide; 
tetrahydropyran-4-carboxylic acid [3-(6-ethoxy-5-fluoro-lH-benzimidazpl-2-yl)-lH-pyrazble-4- 
yljamide; 

moipholine-4-carboxylic acid[3-(6-ethoxy-5-fluoro-lH-benzimidazol-2-yl)-lH-pyrazol-4-yl]amide; 
piperidine-4-carboxylic acid[3-(6-elhoxy-5-fluoro-lH-ben2imidazol-2-yl)-lH-pyrazol-4-yI]amide; 
25 3-[6-ethoxy-5-fluoro- 1 H-benzimidazol-2-y!)- 1 H-pyrazol-4-yl]- 1 , 1 -diethylurca; 

5- inethoxy-2-{4-nitro-l H-pyrazol-3-yI)- 1 H-benzoimidazole; 

morpholine-4-carboxylic acid [3-(5,6-<iimethyi-l H-benzoi midazoU2-yl)-l H-pyrazol-4-ylmethyl]- 
amide; 

3-[3-(5-difluoromethoxy-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-l,l-diethyl-^ 
30 piperidine-l-carboxylic acid [3-(5-difluoroniethoxy-lH-benzoimida2oU2-yl)-lH-pyra2oI-4-yl]-amide; 

cyclopropanecarboxylic acid [3-(6-chloro-5-methoxy-l H-benzoimidazol-2-yl)-l H-pyrazol-4-yl]-amide; 

cyclopropanecarboxyl ic acid [3-< 1 ,5,6,7-tetrahydro- 1 ,3-diaza-s-indacen-2-yl)-l H-pyrazoM-yI]amide; 

morphoiine-4-carboxylicacid[3Hl,5,6,7-tetrahydro^l3<liaza-s-indacen-2-yl)-lH-pym 

piperidine-l-carboxylic acid [3-(5-methoxy-lH-benzoimida2oI-2-yl)-lH-pyrazol-4-yl]-^mide; 
35 343<5-methoxy-lH-benzoimidazol-2-yl)-lH-pyrazol-4.yl].lJ^iniethyI^ 

piperidine-l-carboxylic acid [3-(5-ethyl-6-methyHH-ben2oiinidazol-2.yl)-!H-pyrazol-4-yl]-amide; 
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3-[3-(5-fluoro-6-methyl-IH-ben2oimida2ol-2-yl)-lH-pyra2ol-4-yl]-l,l-diinet 
morpholine-4H;arboxylicacid[3<54rifluoromethyi-lH-berizoimidazol-2-^^^^ 
3-(5,6-dimethyJ-lH-benzoimidazol-2-yl)- 1 ,4,6,7-tetrahydro-pyra2olo[4,3-c]pyridine-5-carboxylic acid 
diethylamide; 

5 [3-(5,6-dimethyi-lH-ben2oimidazol-2-yl)-l,4,6,74etrahydroi)yrazolo[4,3-c]pyridi 
yl-methanone; 

[3-(5,6-dimethyl- 1 H-benzoimidazoI-2-yl)-l ,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridin-5-yl]-piperidi n- 1 - 
yl-methanone; 

[3K5,6KlimelhyI-lH-ben2oimidazoI-2-yl)-l,4,6,74etrahydro-pyrazoIot4,3-c]pyridin-5-yl]-morpholi 
10 yl-methanone; 

3-(5-chloro-6-methyl-IH-benzoimidazo!-2-yl)-!,4,6,7-tetrahydro-pyrazolo[4,3<]pyridine-5-carboxylic 
acid diethylamide; 

morphoIine-4-carboxylic acid [3-{5,6-dimethyl-iH-benzoimidazol-2-yl)-lH-pyrazol-4-yl] -amide; 
piperidine-l -carboxylic acid [3-(5,6-dimethyi-lH-benzoimidazol-2-yi)-lH-pyrdzoM-yl]-amide; 
IS 3-[5-(2-morphoIin-4-yl-ethoxy)-lH-benzoimidazol-2-y1J-l,4A7-tetrahydro-pyrazoIo[4,3-c]pyridlne-5- 
carboxylic acid diethylamide; 

3- (5-trifluoromethyl- 1 H-benzoimidazo!-2-yl)- 1 ,4,6 J-tetrahydro-pyrazolo[4,3-c]pyridine-5-carb 
acid diethylamide; 

2-(lH-indazol-3-yl)-I H-benzoimidazoie-5-carboxylic acid [2-(2H-tetrazol-5-yl)-ethyl]-amide; 
20 l-cyclopropyl-3-[3-(5-ethyl-6-methyl-lH-ben2oimidazoI-2-y!)-lH-pyrazol-4-yl]-urca; 
l-[3-(5-ethyl-6-methyl-IH-benzoimidazol-2-yl)-iH-pyrazoI-4-yl]-3-methyl-urea; 

4- methyl-piperazine-l -carboxylic acid [3-(5-ethyl-6-methyl-lH-benzoimidazol-2-yl)-l H-pyrazoM-yl]- 
amide; 

piperidine-l -carboxylic acid [3-(5-fluoro-6-methyl-l H-benzoimidazol-2-yl)-l H-pyrazol-4-yl]-amide; 
25 l-[3-(5-fluoro-6-methyl-lH-benzoimida2ol-2-yl)-lH-pyra2ol-4-yl]-3-methyl-urea; 

morpholine-4-carboxylic acid [3-(5-fluoro-6-methyl- 1 H-benzoimida2ol-2-yl)-lH-pyrazoI-4-yI]-amide; 
4-methyl-piperazine-l -carboxylic acid [3-(5-fluoro-6-methyl-lH-benzoimidazol-2-yl)-l H-pyrazol-4- 
yl]-amide; 

l-methyl-3-[3-(5-trifluoromethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-urea; 
30 1 -[3-(5-chloro-6-methyl- 1 H-benzoimidazoU2-yl)- 1 H-pyrazol-4-yl]-3-methyl-urea; 

4-methyl-pipera2ine-l-carboxyIic acid [3-(5-chloro-6-methyl-lH-benzoimidazol-2-yl)-l H-pyrazol-4- 
yl]-amide; 

l-tert-butyl-3-[3-(5,6-diraethyl-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl].urea; 
l-[3-(5,6-dimethyHH-beiizoimidazol-2-yl)-lH-pyrazol-4-yl]-3-ethyl-urea; 
35 4-methyl-pipera2ine-l -carboxylic acid [3-(5,6-dimethyl-lH-ben2oimida2ol-2-yI)-lH-pyra2ol-4-yl]- 
amide; 
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l^:ycIopropyl-3-[3-(5,6-dimethyI-lH-benzoimidazol-2-yI)-IH-pyrazol-4-yl] 
3-[3-(5,6-dimethyH H-benzoimidazol-2-y I)- 1 H-pyrazoM-yl]- 1 , l-diethyl-urea; 

1- [3-{5,6-dimethyl-lH-benzoimida2ol-2-yI)-IH-pyra2ol-4-yl)-3-isobutyl-urea; 
l<ycIopn)py!methyl-3-[3-(5,6-dimethyI-lH-ben2oimida2ol-2-yl)-lH-pyra2ol-4-yy 

5 3-(5-chloro-6-methyl-I H-benzoimidazol-2-yl)- ! H-pyrazol-4-ylamine; 

3-(5-ethyl-6-methyI-lH-benzoimidazol-2-yI>lH-inda2oIe-5<arboxylic acid amide dihydrochloride; 
3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-indazole-5-carboxylicacid; 

2- {4-isobutyrylaniino-lH-pyrazoI-3-yI)-l H-benzoimidazole-S-carboxylic acid; 

3- [3-{5,6Klimethyl-lH-ben2oimidazoI-2-yl)-lH-pyrazoI-4-yi]-l,l-dimethyl-urea; 
ID 3-(5-nitro- 1 H-benzoimidazol-2-yl)- J H-indazoIe; 

2-{ 1 H-lndazol-3-yl)-l H-benzoimidazole-5-carboxylic acid (2-piperidin- 1 -yl-ethyl)-amide; 
2-(l H-Indazol-3-yl)- 1 H-benzoitnida20le-5-carboxylic acid (pyridin-2-ylmethyl)-amide; 
2-(lH-Indazol-3-yl)-l H-benzoimidazoIe-S-carboxylic acid [3-(4«inethyl-pipera2in-l-yl)-propyl]-amide; 
N-[2-( 1 H-lndazol-3-yI)-l H-benzoiinidazoI-5-yI]-isobutyrainide; 
15 N-[3-(5,6-Dimethyl-lH-ben2oimidazol-2-yl)-lH-pyra2ol-4-yl]-2-piperidin-l-yl^^^^ 
2-{JH-indazol-3-yl)-3H-benzoiinidazol-5-ainine; or 

piperidine-l-carboxylic acid i3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazoM-yl]-amide; or 
or an N-oxide, prodrug, acid bioisostere, pharmaceutically acceptable salt or solvate of such 
compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 

2D 

144. A compound according to claim 14 which is 

2-(lH-indazol-3-yl)-IH-benzimidazole-5-carboxylic acid benzylamide; 

2-{lH-inda2ol-3-yl)-lH-benzimidazole-5-carboxylic acid N-mcthylamidc; 

2-{lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-ethylamide; 
25 2-(lH-inda2ol-3-yI)-lH-benzimidazole-5-carboxylic acid N-isopropylamide; 

2-( I H-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-phenylamide; 

2-(l H-indazol-3-yl)-l H-benzimidazole-5-carboxylic acid N-phenethylamide; 

5,6-diraethyl-2-{5-methylsulfanyUlH-pyrazol-3-yl)-lH-ben2oimidazole; 

6-chloro-5-inethyl-2-(5-methylsulfanyl-lH-pyrazol-3-yl)-lH-beii2oimida2ole; 
3D 6-chloro-2-(5-ethylsulfanyl- 1 H-pyrazol-3-yl)-5-inethyl- 1 H-benzoimidazole; 

2-(5-methylsulfanyl-l H-pyra2ol-3-yl)-5-trifluoromethyl- 1 H-benzoimida2ole; 

2-(5-cyclppropylmethylsulfanyl-lH-pyrazol-3-yl)-5,6-dimethyMH-ben2oimidazole; 

2-(5-ethylsulfanyl-lH-pyrazol-3-yl)-5,6-dimethyl-lH-benzoimidazole; 

5,6-dimethyl-2-[5-(pyridin-3-yImethylsulfanyl)-lH-pyrazol-3-yl]-l H-benzoimidazole; 
35 5-fluoro-2-[5-methylsulfanyl)-lH.pyra2ol-3-yl]-lH-benzoimida2ole; 

5,6-dimethyl-2-(5-phenethylsulfanyl-lH-pyrazol-3-yl)-IH-ben2oimida2ole; 



ViO 03/035065 



PCT/GB02/04763 



642 

4-methy l-2-(5-methy Isulfany l-l H-pytazol-3-y I)- 1 H-benzoimidazole; 
5,6-dimethyI-2-(5-beii2ylsulfanyl-l H-pyrazol-3-yl)-l H-benzoimidazole; 
5,6-dimethyI-2-[5-(thiophen-2-ylinethyIsulfanyl)- 1 H-pyrazol-3-yl]- 1 H-benzoimidazole; 
2-(5-€thyIsulfanyl-lH-pyrazol-3-yl>5-methoxy-lH-benzoimidazole hydrochloride; 
5 5-methyl-2-(5-methyIsulfanyl-4-propyI- 1 H-pyra2ol-3-yl)- 1 H-benzoimidazole; 

2-(5-(4-methoxy-benzyisulfanyl)-4-propyl- 1 H-pyrazol-3-yl)- 5-methyi-l H-benzoimidazole; 
2-(5-benzylsulfanyl-4-isopropyl-lH-pyrazol-3-yl)-5-methyM H-benzoimidazole; 
2-(5-methylsulfanyl-4-methyl-lH-pyrazol-3-yl)-5-methoxy-lH-benzoimidazole; 

2- (5-melhylsuUanyl^-methyi-lH-pyrazol-3-yl)-5-methyl-lH-benzoimidazole; 
10 3-(5-chloro-lH-benzoimidazol-2-yl)-IH-pyrazol-4-yIamine; 

3- (5,6-dichloro- 1 H-benzoimidazoI-2-yl)-l H-pyrazol-4-yiamine; 
5,6-dimethyl-2-(4.phenyl-IH-pyrazol-3-yl)-lH-benzoimidazoIe; 

3-( 1 ,5,6,7-tetrahydro- 1 ,3-diaza-s-indacen-2-yl)-l H-py ra2ole-4-carboxylic acid cyclopropylamide; 

3-(5-methoxy-6-methyM H-benzoimidazoI-2-yl)- 1 H-pyrazole-4-cartx)xylic acid isopropylamide; 
15 3-(5,6-dimethyl-IH-benzoimidazol-2-yl)-IH-pyrazole-4-carboxylic acid (2-methoxy-ethyl)-amide; 

3-(5,6-dimethyM H-beiizoimidazol-2.yl)-lH-pyra2olc-4-carboxylic acid propylamide; 

3-(5,6-di methyl- 1 H-ben2oimidazol-2-yl)-lH-pyra2ole-4-carboxylic acid (tetrahydro-pyran-4-yl)-amide; 

3-(5-difluoromethoxy-lH-bcnzoimidazol-2-yI)-H1-pyrazo1e-4-carboxylic acid isopropylamide; 

3-(5-difluoromelhoxy-lH-benzoimidazol-2-yl)-l H-pyrazole-4-carboxyIic acid cyclopropylamide; 
20 3-(6-cthyl-5-methoxy-lH-benzoimidazol-2-yl)-lH-pyrazoIe-4-carboxylic acid isopropylamide; 

2-(5-ethoxy- 1 H-pyrazol-3-y I)- 1 H-benzoimidazolc; 

(benzoimidazol-2-yl)-5-methylthio-3-pyrazole; 

2-(5-isopropyl- 1 H-pyrazol -3 -yl)-5,6-di methyl- 1 H-benzoimidazole; 

2- (5-ethyl-lH-pyra2ol-3-yl)-5,6-dimethyl-lH-benzoimidazole; 

25 3-(5,6-dimethyl. I H-benzoimidazol-2-yl)-lH-pyrazole-4-carboxylic acid isopropylamide; 

3- (5,6-dimethyl- 1 H-benzoimidazol-2-yl)- 1 H-pyrazole-4-carboxyl ic ac id (2-hydroxy-l , 1 -dimethyl- 
ethyl)-amide; 

2-(4-!Sopropylcarbamoyl- 1 H-pyrazol-3-yl)-l H-benzoimidazole-5-carboxylic acid (pyridin-3-ylmethyl)- 
amide; 

30 3K5,6-dimethyl-lH-benzoimidazol-2-yl)-5-methyl-lH-pyra2ole-4-carboxylic acid cyclopropylamide; 

2- (4-isopropylcarbamoyl-lH-pyrazol-3-yl)-l H-benzoimidazole-S-carboxylic acid phenylmethyl-amide; 

3- (5, 6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazolc-4-carboxylic acid isobutyl-amide; 
3-(5,6-dimethyl- 1 H-benzoimidazol-2-y I)- 1 H-pyra2ole-4-carboxylic acid isopropylamide; 
3-(5,6-dimethyl- 1 H-benzoimidazol-2-yl)- 1 H-pyrazole-4-carboxyl ic acid cyclopropylmethy 1-amide; 

35 3-(5,6-dimethyHH-benzoimidazol-2-yl)-5-methyl-lH-pyra2ole-4<arboxylic acid tert-butylamide; 
2-(4-isobutytyIamino-l H-pyrazoI-3-yl)- 1 H-benzoimidazole-5-carboxylic acid benzylamide; 
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N-[3-(5 ,6-di methyl- 1 H-benzoimidazol-2-y 1)- 1 H-pyrazoI-4-y l]-isobutyramide; 

N43K5»6KJimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-3-methyl-buty^ 

N-[3-<5,6KJimethyl-lH-benzoim!dazol-2-yl)-IH-pyra2ol-4-yl]-2-phenyl-acetainide; 

cyclopropanecarboxylic acid [3-(5,6-dimethyM H-benzoiniidazol-2-yl)-lH-pyrazol-4-yl]-amide; 
5 methoxyacetic acid [3-(5,6-dimethyl-l H-benzoimidazol-2-yl)-lH-pyra2o!-4-yl]-amide; 

cyclopentanecarboxylic acid [3-(5,6-<iimethyI-IH-benzoimidazoI-2-yl)-lH-pyrazol-4-yl]-amide; 

trimethylacetic acid [3-(5,6-dimethyl- 1 H-benzoimidazol-2-yl)- 1 H-pyrazol-4-yl]-amide; 

ter/-butylacetic acid [3-(5,6-di methyl- 1 H-benzoimidazol-2-yl)- 1 H-pyrazol-4-yl]-amide; 

butanoic acid [3-(5,6-dimelhyl-l H-benzoimidazol-2-yI)-lH-pyrazol-4-yl]-amide; 
10 isoxazole-5-carboxylic acid [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide; 

S(+)-2-methylbutanoic acid [3-{5,6-dimethyl-l H-benzoimidazol-2-yl)- J H-pyrazol-4-yl]-amide; 

cyciopropanecarboxyiic acid [3-(5-ethyl-6-methyl-lH-benzoimida2ol-2-yl)-l H-pyrazol-4-yl]-amide; 

piperidine- 1 -carboxylic acid[3-(6-chloro-5-methoxy-lH-benzoimidazol-2-yl)-lH-pyrazal-4-yl]-amide; 

3-[3-(6-chloro-5-methoxy-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-l,l-dimethylurea; 
15 cyclopropanecarboxylic acid [3-(5-methoxy- lH-bcnzoimida2ol-2-yI)-lH-pyrazol-4-yll-amide; 

cyclopropanecarboxylic acid [3-{5-ethoxy-lH-benzoimida2ol-2-yl)-lH-pyra2ol-4-yl]-amide; 

cyclopropanecarboxylic acid i3-(5-fluoro-6-methyl- 1 H-benzoimidazol-2-yI)- 1 H-pyrazol-4-yl]-amide; 

cyclopropanecarboxylic acid [3-(5-trifluoromethoxy-lH-benzoimidazol-2-yl)-lH-pyrazoI-4-yl]-amide; 

cyclopropanecarboxylic acid [3-(5-trifluoromethyl-lH-benzoimidazol-2-yl)-iH-pyrazol-4-ylJ-aniide; 
20 N-[3-(5-trifluoromethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-isobutyramidc; 

cyclopropanecarboxylic acid [3-(5-chloro-6-methyl-lH-benzoimidazoU2-yI)-lH-pyrazol-4-yl]-amide; 

3,5-dimethyl-isoxazole-4-carboxylicacid [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]- 

amide; 

N-[3-(5,6-dimethyUlH-benzoimidazoI-2-yl)-lH-pyrazol-4-yI]-acetamide; 
25 furan-3-carboxylic acid [3-(5-chloro-6-methyl-l H-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide; 

N-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-4-methyl-benzamide; 

N-[3-(5,6HiimethyMH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-2-morpholin-4-yl-acetamide; 

2-dimethylamino-N-[3-(5,6-dimethyl-lH-benzoimida2oI-2-yl)-lH-pyrazol-4-yl]-acetamide; 

N-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]- 2-(lH-l,2,3,4-tetraa2oH-yl)-acetamide; 
30 N-[3-(5,6-dimethyl- lH-benzoimidazoI-2-yl)- 1 H-pyra2ol-4-yl]-isonicotinamide; 

2<yclopropyI-N-[3-{5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyra2oM-yl]-acetamide; 

1 -[3-(5,6-dimethyl- lH-ben2oimida2ol-2-yl)-lH-pyrazol-4-yl]-3-methyl-urea; 

1 -[3-(5 ,6-dimethyM H-benzoimidazol-2-y I)- 1 H-pyrazoM-yl] -3-isopropyI-urea; 

1 -[3-(5,6-dimethyl- 1 H-benzoimidazol-2-yl)-lH-pyrazoI-4-yI]-3-phenyl-urea; 
35 l-benzyl-3-[3-(5,6-dimethyMH-ben2oimida2oI-2-yl)-lHrpyrazoI-4-yl]-urea; 

cyclopropanecarboxylic acid[3-(5-ethoxy-6-ethyl-lH-benzoimidazol-2-yl)-lH-pyraz61-4-yl]amide; 
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4-methyIpipera2ine- 1 -carboxylic acid [3-( 1 ,5,6,7-tetrahydro- 1 ,3-diaza-s-indacen-2-yI)- 1 H-pyrazoM- 
yl]amide; 

1,1 -dimethyl-3-[3-( 1 ,5,6,7-tetrahydro-s-indacen-2-yl)-l H-pyrazol-4-yl]urea; 
cyclopropanecarboxylic acid [3-(6-ethoxy-5-fIuoro- 1 H-benzimidazol-2-y I)- 1 H-pyrazol-4-y Ijamide; 
5 tetrahydropyran-4-carboxylic acid [3-(6-ethoxy-5-fluoro-lH-benzimidazoI-2-yI)- 1 H-pyra2ole-4- 
yljamide; 

morpholine-4-carboxylic acid[3-(6-€thoxy-5-fluoro-lH-ben2imidazol-2-yl)-lH-pyrazol-4-yl]amide; 
piperidine-4-carboxylic acid[3-(6-€thoxy-5-f]uoro-l H-benzimidazol-2-yl)-l H-pyrazol-4-yl]amide; 
3-[6-ethoxy-5-fluoro-lH-benzimidazol-2-yl)-lH-pyrazol-4-yl]-l,Miethylurea; 
10 morpholine-4-carboxylic acid [3-(5,6-dimethyl- 1 H-benzoimidazol-2-yl)- 1 H-pyrazoi-4-ylmethy!]- 
amide; 

3-[3-(5-di fluoromethoxy- 1 H-ben2oimidazol-2-yl)- 1 H-pyra2ol-4-y I]- 1 , 1 -diethyUurea; 
piperidine-l-carboxylic acid [3-(5-difluoromethoxy-I H-ben2oiiTiidazoI-2-yl)-lH-pyra2ol-4-yl]-amide; 
cyclopropanecarboxylic acid [3-(6-chloro-5-methoxy- 1 H-benzoimidazol-2-yl)- 1 H-pyRizol-4-yl]-amide; 
15 cyclopropanecarboxylic acid [3-(l,5,6,7-tetrahydro-l,3-diaza-s-indacen-2-yl)-lH-pyrazol-4-yl]amide; 
moiphoIine-4-carboxylic acid[3-(l»5,6,7-tetrahydn>-l,3-diaza-s-indacen-2-yl)-lH-pyra2ol-4-yl]-amide; 
piperidine-l-carboxylic acid [3-(5-methoxy-lH-ben2oimida2ol-2-yl)-lH-pyrazol-4-yl]-amide; 

3- [3-(5-methoxy-lH-benzoiniida2ol-2-yl)-lH.pyra2ol-4-yl]-l,l-dimethyl-urea; 
piperidine-l-carboxylic acid [3-(5-ethyl-6-nnethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yI]-amide; 

20 3-[3-(5-fluoro-6-methyl- lH-benzoimidazoI-2-yl)- 1 H-pyrazoM-yl]- 1 , 1 -dimethyl -urea; 

morpholine-4-carboxyIic acid [3-<5-trifluoroniethyMH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-amide; 

morpholine-4-carboxyIic acid [3-(5,6-diniethyl-iH-benzoimida2ol-2-yl)-lH-pyrazoM-yl]-amide; 

piperidine-l-carboxylic acid [3-(5,6-dimethyI-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide; 

l-cyclopropyl-3-[3-(5-ethyl-6-methyMH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-urea; 
25 l-[3-(5-ethyl-6-methyl-lH-benzoimidazol-2-yl)-lH-pyrdZol-4-yl]-3-methyl-urea; 

4- methyl-piperazine-l-carboxylic acid [3-(5-ethyl-6-methyl-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]- 
amide; 

piperidine-l-carboxylic acid [3-(5-fluon>-6-methyl-lH-ben2oimidazol-2-yl)-lH-pyrazol-4-yl]-amide; 
l-[3-(5-fluoro-6-methyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-3-methyl-urea; 
30 niorpholine-4-carboxylic acid [3-(5-fluoro-6-methyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-y!]-aniide; 
4-methyl-piperd2ine-l-carboxylic acid [3-{5-nuoro-6-niethyl-lH-ben2oiinida2ol-2-yl)-lH-pyrazoM- 
yl]-amide; 

l-niethyl-3-[3-(5-trifluoromethyl-lH-benzoiin!da2ol-2-yl)-lH-pyrazol-4-yl]-urea; 
I -[3-(5-chloro-6-inethyl. 1 H-benzoiinidazol-2-y I)- 1 H-pyrazol-4-y l]-3-mediyl-urea; 
35 4-methyl-pipera2ine-l-carboxylic acid [3-(5-chloro-6-methyH H-benzoimida2ol-2-yl)-lH-pyrazol-4- 
yl]-amide; 
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l.tert-butyi-3-(3<5.6-<limethyl-lH-benzoimida2ol-2-yI)MH-pyra2oW^^ 
1 -[3-(5,6-dimethyl.l H-ben2oimidazoU2-yl)- 1 H-pyra2ol-4-yl]-3-ethyl-urea; 
4-methyl-piperazine-l-carboxylicacid [3-(5,6-dimethyI-IH-ben2oimidazol-2-yI)-IH-pyrazol-4-yl]- 
amidc; 

5 lK:ycIopropyl-3-[3K5,6-dimethyl-lH-ben2oimidazol-2-yl)-JH-pyrazol-4-yl]-urca; 
3-I3-(5,6-dimethyl-lH-ben2oimida2ol-2-yl)-lH-pyra2ol-4-yl]-l,l-diethyl-urea; 

1- [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-IH-pyra2oM-yl]-3-isobutyl-urea; 
l<ycIopropylmethyl-3-[3-(5,6-dimethyl-IH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-ur^ 
3-[3-(5,6.dimethyM H-ben2oimidazol-2-y I)- 1 H-pyrazol-4-yl]-l , 1 -dimethyl-urea; 

10 2-< I H-indazol-3-yl)- 1 H-benzoimidazole-S-carboxylic acid (2-piperidin-l-yl-ethyl)-amide; 

2- ( I H-indazol-3-yI)-l H-benzoimida2ole-5-carboxylic acid (pyridin-2-ylmethyl)-atnide; 
N-[2-(l H-indazol-3-yl)-l H-benzoimidazol-5-yl]-isobutyramide; 
N-[3-(5,6-dimethyI-lH-benzoimidazol-2-yl)-iri-pyrazol-4-yl]-2-piperidin-l-yl-acetami 
2-(lH-indazol-3-yI)-lH-benzimida2ole-5-carboxylic acid N-morpholinoamide; 

15 2-( 1 H-indazol-3-yI)- 1 H-benzimidazoIe-5-carboxylic acid N-0^^.methylpipe^a2ino)amide; 

2-(lH-indaz6I-3-yl)-lH-benzimidazole-5-carboxyIic acid N-pyrrolidinoamide; 

2-(lH-indazoI-3-yl)-lH-benzimida2ole-5-carboxylic acid N-(isobutyl)aniide; 

2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylicacid N-(cyclohexylmethyl)amide; 

2-(IH-inda2ol-3-yl)-lH-benzimida2olc-5-carboxylic acid N-(2-fiirftiryI)ainide; 
20 2-( I H-indazol-3-yl>l H-benzimidazoIe-S-carboxylic acid N-benzyl-N-methylamide; 

methyl 2-(lH-indazol-3-yl)-3H-benziniidazole-5«carboxylate; 

5,6-dimethyl-2-(lH-indazol-3-yl)-lH-benzimidazole; 

2-( 1 H-indazo!-3-yl)-3H-benzimida2ole-4-carboxylic acid; 

2-(5-€thoxy-2H-pyrazoI-3-yl)-lH-benzimidazole-4-carboxyIic acid; 
25 5,6-dimethyU2-(5-methyl-2H-pyrazol-3-yl)-lH-benzimidazole; 

5,6-dimethyl-2-(5-thiophen-2-yl-2H-pyrazol-3-yl)-lH-benzimidazole; 

2-{4-bromo-2H-pyrazol-3-yl)-5,6-dimethyl-lH-benzimidazole; 

2-(5-ethy l-2H-pyrazol-3-yl)-5,6-dimethyl^ 1 H-benzimidazole; 

2-(5-ethyI-2H-pyrazoU3-yl)-4>5-ethylenedioxy-l H-benzimidazole; 
30 2-(5-ethyI-2H-pyra2ol-3-yI)-5-methoxy-lH-benzimidazole; 

2-(5-ethyl-2H-pyrazol-3-y!>4-hydroxy- 1 H-benzimidazole 

2-(5rethyl-2H-pyrazol-3-yl)-5-bromo- 1 H-benzimidazole; or 

or an N-oxide, prodaig, acid bioisostere, phannaceutically acceptable salt or solvate of such 
compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 

35 

145. A compound according to claim 14 which is 
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2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid benzylamide; 
2-(IH-inda2ol-3-yl)-lH-benzimida2ole-5-carboxylic acid N-methylamide; 
2-(lH-indazol-3-yl)-lH-ben2imidazole-5-carboxylic acid N-ethylamide, Example 3; 
2-(lH-indazol-3-yl)-lH-ben2iinidazole-5-carboxylic acid N-isopropylamide; 
5 2-(lH-indazol-3-yl)-l H-benzimidazole-S-carboxylic acid N-phenylamide; 
2-{lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-phenethylamide; 
5,6-dimethyl-2-(5-methylsulfanyl-lH-pyrazol-3-yl)-lH-benzoimidazoIe; 
6-chloro-2-{5-methylsuI fanyl- 1 H-pyrazoi-3-yl)-5-methyl- 1 H-benzoimidazole; 
6-chloro-2-(5-ethylsulfanyl-lH-pyrazol-3-yl)-5-riiethyl-lH-benzoimidazole; 
10 2K5-methylsulfanyl-lH-pyrazol-3-yl)-54rifluoromethyl-lH-benzoimidazole; 

2-(5-cyclopropylmethylsulfanyl- 1 H-pyrazo 1-3 -yI)-5,6-di methyl- 1 H-benzoimidazoie; 

2- (5-ethylsulfanyi-lH-pyrazol-3-yl)-5,6-dimethyl-lH-benzoimidazole; 

3- (l ,5,6,7-tetrahydro-l,3-diaza-s-indacen-2-yl)-lH-pyrazole-4-carboxylic acid cyclopropylamide; 
3-(5-methoxy-6-methyl-I H-benzoimidazol*2-yl)-lH-pyrazole-4-carboxylic acid isopropylamide; 

1 5 3-(5,6-dimethyl-l H-benzoiinidazol-2-y l)-lH-pyrazole-4-carboxylic acid (2-methoxy^thyl)-amide; 

3-{5,6-dimethyI-l H-benzoimidazol-2-yI)-lH-pyrazaIe-4-carboxylic acid propylamide; 

3<5,6-dimelhyl-lH-ben2oimidazol-2-yI)-lH-pyra2ole-4<arboxylicacid(tetrahydro-pyra 

3-{5-difluoromethoxy-IH.benzoimidazol-2-yl)-l H-pyrazole-4-carboxylic acid isopropylamide; 

3-(5-difluoromethoxy- i H-ben2oimidazol-2-yl)-in-pyra2ole-4-carboxylic acid cyclopropylamide; 
20 3-(6-cthyl-5-methoxy-l H-benzoimidazol-2-yl)-l H-pyrazole-4-carboxylic acid isopropylamide; 

2- (5-isopropyl- 1 H-pyra2ol-3-yl)-5,6-dimethyl- 1 H-benzoimidazole; 

3- (5,6-dimethyl-lH-benzoimidazol-2-yl)-IH-pyrdzole-4-carboxylicacid isopropylamide; 
3-{5,6-dimethyMH-benzoimida2ol-2-yl)-lH-pyrazoIe-4-carboxylic acid (2-hydroxy-l ,l-dimethyl- 
ethyl)-amide; 

25 2<4.isopropylcarbamoyl-lH-pyrazol-3-yl>lH-bcnzoiraidazole-5-carboxylicacid(pyridin-3-ylmethyl)- 
amide; 

3-(5,6-dimethyl-l H-benzoimidazol-2-yl)-5-methyl-lH-pyrazole-4-carboxylic acid cyclopropylamide; 

2- (4-isopropylcarbamoyl-IH-pyrazol-3-yl)-lH-benzoimidazole-5-carboxylic acid phenylmethyl-amide, 

(compound denoted as A17-B 1 06); 
30 3 (5, 6-dimethyMH-benzoimidazoU2-yl)-lH-pyrazole-4<arboxylic acid isobutyl-amide; 

3- (5,6-dimethyl-lH-benzoimida2oI-2-yl)-lH-pyrazole-4-carboxylicacid isopropylamide; 
3-(5,6-dimethyl-lH-benzoimida2ol-2-yl)-lH-pyrazole-4-carboxylic acid cyclopropylmethyl-amide; 
3<5,6-dimethyl- 1 H-ben2oimidazol-2-yl)-5-methyHH-pyrazole-4-carboxylic acid tert-butylamide; 
2-(4-isobutyrylamino-lH-pyrazol-3-yl)-lH-benzoimidazoIe-5-carboxylic acid benzylamide; 

35 N-[3-{5,6-dimethyl- lH-benzoimidazol.2-yl)- lH-pyrazol-4-yl]-isobutyramide; 

N-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-3-methyl-butyramide; 
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N-[3-(5,6-dimethyl-lH-benzoirnidazol-2-yl)-IH-pyrazoM-yl]-2-phenyl-^^ 
cyclopropanecarboxylic acid [3-(5,6-dimethyl-lH-ben2oimidazol-2-yl)-lH-pyra2ol-4-yl]-amide; 
methoxyacetic acid (3-(5,6-dimethyMH-ben2oimidazol-2-yl)-lH-pyrazol-4-yl]-amide; 
cyclopentanecarboxylic acid [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-l H-pyrazol-4-yI]-amide; 
5 trimethylacetic acid [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide; 
ter/-butylacetic acid [3-(5,6-diraethyl-lH-ben2oimidazol-2-yl)-lH-pyra2oI-4-yl]-amide; 
butanoic acid [3-(5,6-diinethyI-l H-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-aTnide; 
isoxazole-5-carboxylic acid [3-{5,6-dimethyl-I H-benzoimida2oU2-yJ)-lH-pyra2ol-4-yl]-amide; 
S(+)-2-methylbutanoic acid [3-<5,6-dimethyM H-benzoimidazol-2-yl)-lH-pyrazoM-yl]-amide; 
10 cyclopropanecarboxylic acid [3-(5-ethyl-6-methyl- 1 H-benzoiniidazol-2-yl)- 1 Il-pyrazol-4-yl]-amide; 
piperidine-l-carboxylicacid[3-(6H:hIoro-5-methoxy-lH-beiizoimidazol-2-yl)-lH-pyrazoM 

3- [3-(6-chloro-5-methoxy- 1 H-benzoiinidazol-2-yl)«l H-pyrazol-4-yl]-l , 1 -dimethylurea; 
cyclopropanecarboxylic acid [3-(5-methoxy- lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-ainide; 
cyclopropanecarboxylic acid [3K5-ethoxy-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide; 

15 cyclopropanecarboxylic acid [3-(5-fluoro-6-methyl-l H-benzoimidazol-2-yI)- 1 H-pyrazo!-4-yl]-amide; 

cyclopropanecarboxylic acid [3-(5-trifluoromethoxy-lH-bcn2oimidazoI-2-yl)-lH-pyrazol-4-yl]-amide; 

cyclopropanecarboxylic acid [3-(5-trifluoromethyl-lH-bcnzoimidazol-2-yl)-lH-pyra2ol-4-yl]-amide; 

N-[3-(5-trifluoromethyI- 1 H.benzoiniidazol-2-yl)- 1 H-pyra7ol-4-yl]-isobutyramide; 

cyclopropanecarboxylic acid [3-(5-chloro-6-methyl-I H-benzoimidazol-2'y!)-lH-pyrazoM-yl]-amide; 
20 3,5-dimethyl-isoxazoIe-4-carboxylic acid [3-<5,6-dimethyM H-benzoimidazol-2-yl)- 1 H-pynizol-4-yl]- 

amide; 

N-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-acetamide; 

furan-3-carboxylic acid [3-(5-chloro-6-methyl-l H-benzoimidazol-2-yl)-l H-pyrazol-4-yl]-amide; 

N43-{5,6-dimethyl-lH-ben2oirnidazol-2«yl)-lH-pyrazoM-yl]-4-methyl-benzamide; 
25 N-[3-(5,6-dimethyl-l H-ben2oimida2ol-2-yl)- 1 H-pyrazol-4-yl]-2-niorpholin-4-yl-acetamide; 

N-[3-{5,6-dimethyMH-benzoimida2ol-2-yl)-lH-pyrazol^yl]- 2<lH-l,2,3,4-tetraazol-l-yl)-acetaraide; 

N-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazoI-4-yl]-isonicotinamide; 

2K;yclopropyl-N-[3-(5,6-dimethyl-lH-benzoinMda2ol-2-yl)-lHi)yrazol-4-yl]-ac^^^ 

1 -[3-<5,6-dimcthyM H-benzoimida2ol-2-yl)-lH-pyrazol-4-yl]-3-methyl-urea; 
30 l-[3-{5,6Hiiniethyl4H-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-3-isopropyl-urea; 

l-[3-(5»6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4.yl]-3-phenyl-urea; 

l«benzyl-3-[3-(5,6-diniethyl-lH-benzoimidazol-2-y0-lH-pyrazol-4-yl]-urea; 

cyclopropanecarboxylic acid[3-(5-^thoxy-6-ethyi4H-benzoimidazol-2-yl)-lH-pyrazol-4-yl]a 

4- niethylpipera2ine-l-carboxylic acid [3-(l,5,6,7-tetrahydro-l,3-diaza-s-indacen-2-yl)-lH-pyrazol-4- 
35 yl]aniide; 

l,l-dimethyl-3-[3-(I,5,6,7-tetrahydro-s-indacen-2-yl)-lH-pyrazoM-yl]urea; 
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cyclopropanecarboxylic acid (3-<6-^thoxy-5-fluoro-lH-ben2imidazol-2-yl)-lH-pyrazol-4-yl]amidc; 
tetrahydropyran-4-carboxylic acid [3-(6-ethoxy-5-fluoro-l H-ben2imidazol-2-yl)-l H-pyra2ole-4- 
yl]amide; 

morphoIine-4-carboxylic acid[3-(6-ethoxy-5-fluoro-IH-benzimidazol-2-yl)-lH-pyrazoI-4-yl]amide; 
5 piperidine-4-carboxylic acid[3-(6-ethoxy-5-fluoro-lH-benzimida2ol-2-yl)-l H-pyrazol-4-yl]araide; 
3-[6-ethoxy-5-fluoro-l H-benzimidazol-2-yl)- 1 H-pyrazoM-yl]- 1 , 1-diethylurea; 
morphoIine-4-carboxyIic acid [3-(5,6-dimethyl-lH-ben2oimidazol-2-yl)-l H-pyrazoI-4-ylmethyI]- 
amide; 

3-[3-(5-difluoromethoxy-lH-benzoimida2ol-2-yl)-l H-pyrazoI-4-yI]-I,l-diethyl-urea, Example 257(h); 
10 piperidine-l-carboxylic acid [3-(5Kiifluoromethoxy-lH-benzoimida2ol-2-yl)-lH-pyra2ol-4-yl]-amide; 

cyclopropanecarboxylic acid [3-(6-chIoro-5-methoxy-lH-benzoimidazoI-2-yl)-lH-pyra2ol-4-yl]-amide; 

cyclopropanecarboxylic acid (3-( 1 ,5,6,7-tetrahydro- 1 ,3-dia2a-s-indacen-2-yl)- 1 H-pyra2oM-yl]amide; 

morpholine-4-carboxyiic acid[3-(l,5,6,7-tetrahydro-l,3-diaza-s-indacen-2-yl)-lH-pyrazol-4-yI]-amide; 

piperidine-l-carboxylic acid [3-(5-methoxy-lH-ben2oimidazol-2-yl)-lH-pyra2ol-4-yl]-amide; 
1 5 3-[3-(5-methoxy- 1 H>benzoiniidazoU2-y I)- 1 H-pyra2ol-4-y 1]- 1 , 1 -dimethyl-urea ; 

piperidine-l-carboxylic acid [3-<5-ethyl-6-methyl-lH-benzoimida2ol-2-yl)-lH-pyrazol-4-yl]-amide; 

3- [3-(5-fIuoro-6-methyl-l H-ben2oimidazol-2-yl)-l H-pyrazol-4-y !]- 1 , 1 -dimethyl-urea; 
morpholine-4-carboxylic acid [3-(5-trifluoromethyl- 1 H-benzoimidazol-2-y I)- 1 H-pyrazol-4-yl]-amide; 
morphoHne-4-carboxylic acid [3-(5,6-dimethyM H-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-amide; 

20 piperidine-l-carboxylic acid [3-<5,6-dimethyl-lH-ben2oimida2ol-2-yl)-lH-pyra2o!-4-yl]-amide; 
l-cyciopropyl-3-[3-(5-ethyl-6-methyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-urea; 
l-[3-(5-ethyl-6-methyl-lH-benzoimidazol-2-yl)-IH-pyrazol-4-yl]-3-methyl-urea; 

4- methyl-piperazine-l -carboxylic acid [3-(5-ethyl-6-methyl-lH-benzoimida2ol-2-yI)-lH-pyrazol-4-yl]- 
amide; 

25 piperidine-l-carboxylic acid [3-<5-fluoro-6-methyl-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-amide; 
l-[3-(5-fluoro-6-methyl- 1 H-benzoimidazol-2-y 1)- 1 H-pyrazoM-y l]-3-raethyl-urea; 
niorpholine-4-carboxyiic acid [3-(5-fluoro-6-methyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-amide; 
4-methyl-piperazine-] -carboxylic acid [3-(5-fluoro-6-methyl-l H-ben2oimidazol-2-yl)- 1 H-pyrazol-4- 
yl]-amide; 

30 l-methyl-3-[3-{5-trifluoromethyl-IH-ben2oimida2ol-2-yl)-lH-pyrazol-4-yl3-urea; 
l-[3-(5-chloro-6-methyl-lH-ben2oimidazol-2-yJ)-lH-pyrazol-4-yl]-3-methyi-urea; 
4-methyl-piperazine-l -carboxylic acid [3-(5-chloro-6-methyl-lH-benzoimida2ol-2-yl)- 1 H-pyrazoM- 
yl]-amide; 

1 -tert-butyl-3-[3-(5,6-dimethyl- 1 H-benzoimidazol-2-yl)- 1 H-pyra2ol-4-yl]-urea; 
35 1 -[3-(5,6-dimethyl- 1 H-ben2oimidazol-2-yl)-l H-pyrazol-4-y l]-3-ethyl-urea; 
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4-methyl-piperazine-l-cart>oxylic acid [3-(5,6-dimethyI-IH-benzoimida^^ 
amide; 

l-cyclopropyl-3-[3-(5,6KiimethyMH-ben2oimidazol-2-yl)-IH-pyrazoM-yl]-urea; 
3-[3-(5 ,6-di methyl- 1 H-benzoimidazol-2.y 1)- 1 H-pyrazol-4.y I). 1 , 1 -diethyl -urea; 
5 143-(5,6Kiimethyl-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-3-isobutyl-urea; 

1- cyclopropylmethyl-3-[3-(5,6KiimethyI-IH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-urea^ 
3-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-IH-pyrazoM-yl]-l,l-dimethyl-urea; 

2- (I H-lndazol-3-y!)-lH-benzoimidazole-5-carboxylic acid (2-piperidin-l-yl-ethyl)-amide; 

2- (lH-lndazol-3-yl)-lH-beiizoiniidazole-5-carboxylic acid (pyridin-2-ylmethyl)-amide; or 
10 N-[3<5.6-Dimethyl-lH-benzoimidazol-2-yl)-lH-pyrdZol-4-yI]-2-piperidin-l-yl-acetamide, 

or an N-oxidc, prodrug, acid bioisostere, pharmaceutically acceptable salt or solvate of such 
compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 

146. A compound according to claim 14 which is 
15 3-(i,5,6,7-tetrdhydro-I,3-diaza-s-indacen-2-yl)-lH-pyrazole-4-carboxyIicacidcyclopropylamide; 

3- (5-mcthoxy-6-mcthyl- 1 H-benzoimidazol-2-yl)-lH-pyra2ole-4-carboxylic acid isopropylamide; 
3-(5,6-dimethyl- 1 H-ben2oimidazol-2-yl)-l H-pyrazole-4-carboxylic acid (2.methoxy-ethyl)-amide; 
3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-l H-pyra2ole-4-carboxylic acid propylamide; 
3-(5,6-dimethyl- 1 H-benzoimidazol-2-y I)- 1 H^yrazo!e-4-carboxy I ic acid (tetrahydro-pyran-4-y l)-amide; 

20 3-(5-difluoromethoxy- 1 H-benzoimidazol-2-yl)-l H-pyrazole-4-carboxylic acid isopropylamide; 

3-(5-difluoromethoxy-l H-benzoimidazol-2-yl)-lH-pyrazoIe-4-carboxylic acid cyclopropylamide; 

3-(6-ethy 1-5-methoxy- 1 H-benzoimidazol-2-yl)- 1 H-pyrazole-4-carboxylic acid isopropylamide; 

3-(5,6-dimethyl- 1 H-benzoimidazol-2-y 1)- 1 H-pyrazole-4-carboxylic acid isopropylamide; 

3-(5,6-dimethyl- lH-benzoimidazol-2-y 1)- 1 H-pyrazole-4-carboxylic acid (2-hydroxy- 1 , 1-dimethyl- 
25 ethyl)-amide; 

2- (4-isopropylcarbamoyl- 1 H-pyrazol-3-yl)-lH-benzoimidazoIe-5-carboxylic acid (pyridin-3-ylmcthyl)- 
amide; 

3- (S,6-dimethyl- 1 H-benzoimidazol-2-yl)-5-methyI- 1 H-pyrazole-4<arboxylic acid cyclopropylamide; 

2- (4-isopropylcarbamoyl-lH*pyrazol-3-yl)-lI'I-benzoimidazole-5-carboxylic acid phenylmethyl-amide; 
30 3-(5, 6-dimethyl-lH-benzpimidazol-2-yl)-lH-pyrazoIe-4-carboxyiic acid isobutyl-amide; 

3- (5,6-dimethyI-lH-benzoiniidazol-2-yl)-lH-pyrazole-4-carboxylic acid isopropylamide; 
3-(5,6-dimethyl-l H-benzoimidazol-2-yl)-lH'pyrazoJe-4-carboxylic acid cyclopropylmethyl-amide; 
3-(5,6-dimethyHH-benzoimidazoU2-yl)-5-methyl-l H-pyrazole-4-carboxylic acid tert-butylamide; 
2-(4-isobutyrylamino-lH-pyrazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid benzylamide; 

35 N-[3-(5,6-dimethyl- 1 H-benzoimidazol-2-yl)- 1 H-pyrazo 1-4-y I]-isobutyramide; 

N-[3-(5,6-dimcthyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-3-methyl-butyramide; 
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cyclopropanecarboxylic acid [3-(5,6-dimethyl-l H-benzoiniida2ol-2-y I)- 1 H-pynizol-4-ylJ-amide; 

methoxyacetic acid [3-<5,6-dimethyl-lH-benzoiniida2oI-2-yI)-lH-pyrazol-4-yI]-ainide; 

cyclopentanecarboxylic acid [3-(5,6-dimethyl-lH-benzoimida2ol-2-yl)-lH-pyra2ol-4-yI]-aniide; 

trimethylacetic acid [3-(5,6-dimethyl-lH-benxoiinidazol-2-yl)-lH-pyrazol-4-yl]-amide; 
5 rer/-butylacetic acid [3-(5,6-dimethyl-lH-ben2oiinidazol-2-yl)-lH-pyrazol-4-yI]-amide; 

butanoic acid [3-(5,6-dimethyI-l H-benzoimidazoI-2-yl)-lH-pyrazol-4-yl]-amide; 

isoxazole-5-carboxylic acid [3-(5,6-dimethyl-lH-ben2oimidazoU2-yl)-lH-pyrazol-4-yl]-amide; 

S(+)-2-inethy Ibutanoic acid [3-(5,6-dimethyl- 1 H-ben2oimidazoI-2-y 1)-1 H-pyrazol-4-yl]-amide; 

cyclopropanecarboxylic acid [3-(5-ethyI-6-methyl-lH-benzoimidazol-2-yi)-lH-pyrazol-4-yl]-amide; 
10 piperidine- 1 -carboxylic acid[3-(6-chloro-5-methoxy- 1 H-benzoiniidazol-2-yl)-lH-pyrazoI-4-yl]-amide; 

3-[3-{6-chloro-5-inethoxy- 1 H-ben2oimidazol-2-yl)- 1 H-pyrazol-4-y I]- 1 , 1 -dimethylurea; 

cyclopropanecarboxylic acid [3-(5-methoxy-lH-benzoimidazoI-2-yI)- 1 H-pyrazol-4-ylJ-amide; 

cyclopropanecarboxylic acid [3-(5-ethoxy-lH-benzoiiTiidazol-2-yl)-l H-pyrazol-4-yl]-anude; 

cyclopropanecarboxylic acid [3-(5-fluoro-6-niethyl- 1 H4)enzoimidazol-2-yl)- 1 H-pyra2ol-4-yl]-amide; 
15 cyclopropanecarboxylic acid [3-(5-trifluoromethy!-IH-benzoiinida2ol-2-yl)-lH-pyra2ol-4-yl]-amide; 

N-[3-(5-trifluoromethyl-lH-ben2oimida2o!-2-yI)-lH-pyrazol-4-yl]-isobulyraniide; 

cyclopropanecarboxylic acid i3-(5-chloro-6-niethyM H-bcnzoiniidazol-2-yl)- 1 H-pyrazol-4-yl]-amide; 

3,5-dimethyl-isoxa2ole-4-carboxylic acid [3-(5,6-dimethyl- lH-benzoimida2ol-2-yl)-l H-pyrazoM-yl]- 

amide; 

20 fiiran-3-carboxylic acid [3-(5-chIoro-6-methyl-lH-ben2oimidazol-2-yl)-l H-pyrazol-4-yl]-amide; 

N43-(5,6Kiimethyl-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-2-morpholin-4-yl-acetamide; 

N-[3-{5,6-di methyl- 1 H-benzoimidazol-2-y 1)- 1 H-pyrazoM-yl]- 2-( 1 H- 1 ,2,3,4-tetraazol- 1 -yl)-acetamide; 

N-[3-<5,6-dimethyl-lH-benzoimidazoI-2-yl)-lH-pyra2ol-4-yl]-isonicotinamide; 

2-cyclopropyl-N-[3-(5,6-dirnethyl-lH-benzoirnidazoI-2-yl)-lH-pyrd2ol-4-yl]-acetamide; 
25 1 -(3-(5,6-dimethyl- 1 H-benzoimidazol-2-yl)- 1 H-pyrazol-4-yl]-3-methyUurea; 

1 -[3-(5,6-dimethyM H-benzoimida2ol-2-yl)- 1 H-pyrazol-4-yl]-3-isopropyl-urea; 

1 -[3-(5,6-dimethyl- 1 H-benzoimidazol-2-yl)- 1 H-pyrazol-4-yl]-3-phenyl-urea; 

l-ben2yl-3-[3-(5,6-dimethyHH-benzoiniida2ol-2-yl>lH-pyrazol-4-yl]-urea; 

cyclopropanecarboxylic acid[3-(5-ethoxy-6-ethyl-lH-benzoim!da2ol-2-yl)-lH-pyra2ol-4-yi]amide; 
30 4-methylpiperazine-l-carboxylic acid [3-( l,5,6,7-tetrahydro-l,3-diaza-s-indacen-2-yl)-lH-pyrazol-4- 

y1]amide; 

1 , 1 -dimethyl-3-[3-( l,5,6,7-tetrahydro-s-indacen-2-yl)-l H-pyrazol-4-yl]urea; 
cyclopropanecarboxylic acid [3-(6-€thoxy-5-fluoro-lH-benzimida2ol-2-yl)-lH-pyra2ol-4-yl]amide; 
tetrahydropyran-4-carboxy]ic acid [3-(6-ethoxy-5-fluoro-l H-ben2imidazol-2-yI)-l H-pyra2ole-4- 
35 yljamide; 

inoipholine-4-carboxylic acid[3-(6-ethoxy-5-fluoro-lH-benziinida2ol-2-yl)-lH-pyrazbI-4-yl]araide; 
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piperidine-4-carboxylic acid[3-(6-ethoxy-5-fluoro- 1 H-benzimidazol-2-yl)- 1 H-pyrazol-4-yl]amide; 
3-[6-ethoxy-5-fluoro- 1 H-benziinida2ol-2-yl)- 1 H-pyrazoM-yl]- 1 , 1 -diethy lurea; 
3-[3<5Hjifluoromethoxy- 1 H-benzoiniidazol-2-yl)- 1 H-pyrazol-4-yl]- 1 , 1 -diethy l-urea; 
piperidine-l-carboxylic acid (3-{5-difluoromethoxy-lH-benzoimidazoI-2-yl)-l H-pyrazol-4-yl]-amide; 
5 cyclopropanecarboxylic acid [3-{6-chJoro-5-methoxy-lH-benzoimidazo]-2-yl)- 1 H-pyrazol-4-yl]-amide; 
cyclopropanecarboxylic acid [3-(l,5,6,7-tetrahydro-l,3-diaza-s-indacen-2-yl)-lH-pyrazol-4-yl]amide; 
morpholine-4-carboxylic acid[3-(l,5.6,7-tetrahydro-I,3-diaza-s-indacen-2-yI)-llI-pyrazol-4-yl]-ainide; 
piperidine-l-carboxylic acid [3-(5-methoxy-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-ainide; 
3-[3-(5-methoxy-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-l,l-dimethyl-urea; 
10 piperidine-l-carboxylic acid [3-(5-ethyi-^-methyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]^mide; 

3- [3-(5-fluoro-6-methyM H-ben7oimidazol-2-yl)-l H-pyrazol-4-yl]- 1 , 1 -dimethyl-urea; 
morpholine-4-carboxylic acid [3-(5-trifluoromethyl- lH-benzoimidazol-2-yl)-lH-pyrazoI-4-y!]-amide; 
niorpholine-4-carboxyIic acid [3-(5,6-dimethyl-lH-benzoimida2ol-2-yl)-lH-pyrdzol-4-yI]-amide; 
piperidine-l-carboxylic acid [3-(5,6-diiiK;thyl-IH-benzoinMdazol-2-yl)-lH-pyrazol-4-yl]-ainide; 

15 l-cyclopropyl-3-(3-(5-ethyl-6-methyl-IH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-ur^ 
l-[3-(5-ethyl-6-methyl-lH-benzoitnidazoI-2-yI)-lH-pyrazol-4-y]]-3-methyI-urea; 

4- methyI-piperazine-l-carboxylic acid [3-(5-ethyl-6-methyl-l H-benzoimidazoI-2-yl)-lH-pyrazoI-4-yl]- 
amide; 

piperidine-I -carboxylic acid [J-(5-fluoro-6-methyl-l H-benzoimidazol-2-y1)-1 H-pyrazol-4-yl]-amide; 
20 1 -[3-(5-fluoro-6-methyl-l H-benzoimidazol-2-yl)-iH-pyrazol-4-yI]-3-methyI-urea; 

morpholine-4-carboxylic acid [3-(5-fluoro-6-methyl-lH-benzoimidazol-2-yi)-lH-pyrazol-4-yI]-amide; 

l-methyl-3-[3-(5-tnfluoromethyl-lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-urea; 

l-[3-(5-chloro-6-methyl-lH-benzoimidazol-2-yl)-IH-pyrazol-4-yl]-3-methyl-urea; 

4-methyl-piperazine-l-carboxylicacid (3-(5-chloro-6-methyl-lH-benzoimidazol-2-yl)-lH-pyrazoI-4- 
25 yl]-amide; 

1 -tert-buty l-3-[3-(5,6-dimethyI- 1 H-ben2oimidazol-2-y l)-l H-py razol-4-yl]-ureai 
l-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-lH-pyrazo]-4-yl]-3-ethyl-urea; 
4-methyl-piperazine-l-carboxylicacid [3-(5,6-dimethyl-lH-benzoimidazoI-2-yl)-lH-pyrazol-4-yl]- 
amide; 

30 l-cyclopropyl-3-[3-(5,6-diniethyl-IH-benzoimidazol-2-yl)- 1 H-pyrazol-4-yl]-urea; 

3-[3-{5,6-dimethyl- lH-ben2oimidazol-2-y 1)- 1 H-pyrazol-4-yl]- 1 , 1 -diethyl-urea; 

1 -[3-(5,6-dimethyl- 1 H-benzoimidazol-2-y I)- 1 H-pyrazol-4-y l]-3-isobutylHirea; 

l-cyclopropylmethyIO-[3-(5,6-^imethyl-lH-beiizoiniidazol-2-yl)-lH-pyrazol-4-yl]-urea; or 

3-[3-(5,6-dimethyl- 1 H-benzoimidazoI-2-y I)- 1 H-pyrazoI-4-yl J- 1 , 1 -di methyl-urea; or 
35 an N-oxide, prodrug, acid bioisostere, pharmaceutically acceptable salt or solvate of such compound; 

or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 
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147. A compound according to claim 14 which is 

3-(5-methoxy-6-methyl- 1 H-ben2oimidazol-2-yl)-l H-pyrazole-4-carboxy lie acid isopropylamide; 

3-(l,5,6,7-tetrahydro-l,3-dia2a-s-indaccn-2-yl)-lH-pyrazole-4-carboxylic acid cyclopropyiamide; 
5 3-(5,6-dimethyl- 1 H-benzoimida2ol-2-yl)- 1 H-pyra2ole-4-carboxylic acid (tetrahydro-pyran-4-yl)-amide; 

3-(5, 6-dimethyl-lH-ben7oimidazol-2-yl)-lH-pyrazole-4-carboxylic acid isobutyl-amide; 

cyclopropanecarboxylic acid(3-(5-ethoxy-6-ethyl-lH-ben2oimidazo!-2-yl)-lH-pyra2ol-4-yl]amide; 

l,l-dimethyl-3-[3-(l,5,6J-tetrahydro-s-indacen-2--yl)-lH-pyrazol-4-yl]urea; 

pipendine-4-carboxy I ic acid[3-(6-ethoxy-5-fluoro- 1 H-benzimidazol-2-yl)- lH-pyrazol-4-yl]amide; 
10 3-[6-ethoxy-5-fluoro- 1 H-ben2imidazol-2-y I)- 1 H-pyrazoM-y I]- 1 , 1 -d iethy lurea; 

3-[3-(5-difluoromethoxy'lH-benzoimidazol-2-yl)-lH-pyrazol-4-yl]-l,l-diethyl-urea; 

piperidine-l-carboxylic acid [3-{5-difluoromethoxy-lH-benzoimidazol-2-yI)- 1 H-pyrazol-4-yl]-amide; 

cyclopropanecarboxylic acid [3-(U5.6,7-tetrahydro-l,3-diaza-s-indacen-2-yl)-lH-pyrazoM-yl]amide; 

piperidine- 1-carboxy I ic acid [3-(5-methoxy- 1 H-benzoimidazol-2-yl)- 1 H-pyrazol-4-yl]-amide; 
15 piperidine-l<arboxylicacid[3<5-ethyl-6-methyl-lH-benzoimidazol-2-yl)-lH-pyra2ol-4-yl]-^^ 

piperidine- 1 -carboxy lie acid [3-(5,6-dimethy!- 1 H-ben2oimidazol-2-yl)-l H-pyrazol-4-yl]-amide; 

l-cycIopropyW-(3-(5-ethyl-6-methyl-IH-benzoimidazol-2-yl)-lH-pyrazoM-yl]-ure^ 

piperidine- 1 -carboxylic acid [3-(5-fluoro-6-methyl- 1 H-benzoimidazol-2-yi)- 1 H-pyrazol-4-yl]-amide; 

l-tert-butyl-3-[3-(5,6-dimethyI-l H-benzoimidazol-2-yl)- 1 H-pyrazoM-yI]-urea; 
20 l-cyclopropyl-3-[3-(5,6-dimcthyl-iri-benzoimida2ol-2-yl)-lH-pyrazol-4-yI]-urea; 

343-(5,6-dimethyMH-benzoimidazol-2-yl)-IH-pyrazol-4-yl]-l,l-diethyl-urea; 

1- cyclopropylmethyU3-[3-(5,6-dimethyMH-benzoimidazol-2-yi)-lH-pyrazol-4-yl]-urea; or 
3-[3-(5,6-dimethyl-IH-benzo.imidazol-2-yi)-lH-pyrazol-4-yl]-l,l-dimethyl-urea; 

or an N-oxide, prodrug, acid bioisostere, pharmaceutical ly acceptable salt or solvate of such 
25 compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 

1 48. A compound according to claim 54 which is 
3-( 1 H-benzoimidazol-2-y 1)- 1 H-i ndazole; 
3-(5-methoxy-lH-benzoimidazol-2-yl)-lH-indazole; 

30 [2-(inda2ol-3-yl)-lH-ben2oimida2ol-5-yl]-phenyl-methanone; 

2- (lH-indazol-3-y!)-3H-benzoimidazol-4-ol; 

3- (5 ,6-dimethyl- 1 H-benzoimidazol-2-y I)* 1 H-indazole; 
2-(l H-inda2ol-3-yl)-3H-iniida2o[4,5-c]pyridine; 

2- (lH-indazole-3-yl)-3H-imidazo[4,5-b]pyridine; 

35 3-(5,6-dimethyl- 1 H-ben2oimida2ol-2-yl)-5-methoxy- 1 H-indazole; 

3- (5,6-dimethyl-lH-benzoimida2ol-2-yl)-5-fluoro-lH-indazole; 
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3-(5,6-dimethyl- 1 H-benzoiinidazol-2-yl)-6-fluoro- 1 H-i ndazole; 

3-(5,6-dinielhyl-lH-ben2oimida2ol-2-yl)-5-niethyl- 1 H-indazole; 

3-(5,6-dimethy 1- 1 H-benzoimi dazol-2-y l)-6-methoxy- 1 H-indazole; 

3-(5-ethy 1- 1 H-benzoimidazol-2-yI)- 1 H-indazole; 
5 3-{5-ethyl-6-inethyl-lH-ben2oimidazol-2-yl)-lH-indazole; 

3-(5-isopropyl-6-inethyl-lH-benzoimidazol-2-yl)-I H-indazole; 

3-{5-bromo-6-methyI-l H-benzoimidazol-2-y I)- 1 H-indazole; 

3-(5*bromo-lH-benzoimidazol-2-yl)-lH-indazoIe; 

3-(5-(3-cyano)phenyl- 1 H-ben2oiniida2ol-2-yl)- 1 H-indazole; 
10 3-(5-(pyrid-3-yl)- 1 H-benzoimidazol-2-yl)-l H-indazoie; 

3-(6-methyl-5-phenyi-lH-benzoimida2ol-2-yl)-lH-indazole; 

3-(5-phenyl-l H-benzoimidazoI-2-yl)-l H-indazole; 

3-(5-(2-fluoro)phenyi-lH-benzoimidazol-2-yl)-lH-indazole; 

3-(5-(5,6-niethylenedioxy)phenyl-lH-benzolinidazol-2-yI)-lH-indazole; 
1 5 3-(5-(2-methoxy)phenyl-l H-benzoiniida2ol-2-yl)- 1 H-indazole; 

3-(5-(4-chloro)phenyl-l H-benzoiniidazol-2-yl)- 1 H-indazole; 

3-(5-(4-methyl)phenyl-l H-benzoimidazol-2-yl)- 1 H-indazole; 

3-(5-benzyioxy-lH-benzoimidazol-2-yl)-lH-indazole; 

3-(5,6-methyIenedioxy-lH-benzoimidazoI-2-yl)-lH-indazole; 
20 3-(5,6-dimethoxy-lH-benzoimidazol-2-yl)-l H-indazole; 

3-(5,6-diethyi-lH-benzoimidazol-2-yl)-l H-indazole; 

2- ( I H-indazol-3-yl)-lH-bcnzoiniidazole-5-carbonitrile; 

3- {5-methoxycarbony I- 1 H-benzoimidazol-2-y 1)- 1 H-indazole; 
3-(5,6-diniethyl- 1 H-benzoimidazol-2-yl)-5-ethoxy-lH-indazo1e; 

25 3-[5-(2-morphol in-4-yl-ethoxy)-lH-benzoimidazol-2-y I]- 1 H-indazole; 

3-(5-ethyl-6-methyl- 1 H-benzoimidazol-2-y I)- 1 H-indazole-5-carbonitriIe; 

3-(5,6-dimethyl-lH-benzoimidazol-2-yI)-IH-indazole-5-carbonitriIe; 

3-(5,6-dimethyl- 1 H-benzoiniidazol-2-yl)-4-fIuoro- 1 H-indazole; 

3-(5,6-dimethyl-l H-benzoimida2ol-2-yl)-5-chloro-l H-indazole; 
30 3-(5-n-propyl-lH-ben2oimidazol-2-yl)-lH-indazole; 

2- (lH-indazol-3-yl)-lH-ben2oimida2ole-5-sulfonic acid benzylamide; 

3- (5-methanesulfony!- 1 H-benzoimidazol-2-yl)- 1 H-indazole; 
[2-(indazol-3-yl)-lH-benzoimidazol-5-yI]-phenyl-methanol; 
[2-(indazol-3-yl)-lH-benzoimidazol-5-yl]-carboxylic acid; 

35 [2-(indazol-3-yl)-lH-benzoim]dazol-5-yl]-carboxylic acid, methylamide; 
[2-(inda2ol-3-yl)-l H-benzoimidazol-5-yl]-carboxylic acid, dimethyiamide; 
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[2-(inda2ol-3-yl)-l H-benzoimidazol-5-yl]-carboxylic acid, isopropylamide; 
[2-(indazol-3-yl)-l H-benzoimidazol-5-yl]-carboxylic acid, benzylamide; 
[2-(indazol-3-yl)- 1 H-ben2oimidazol-5-yl]-carboxylic acid, benzamide; 
2-(l H-indazol-3-yI)-lH-benzoimida2ole-5-carboxylic acid (pyridin-3-ylmethyI)-amide; 
5 2-(l H-indazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid 3-methyl-benzylamide; 
2-( I H-indazoI-3-yl> I H-benzoimidazole-5-carboxylic acid 4-methyI-benzylamide; 
2-(l H-indazol-3-yl)-l H-benzoimidazole-5-carboxylic acid [3-(2-oxo-pyrrolidin-l-yl)-propyl]-amide; 
2-(l H-indazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid (2-morpholin-4-yl-ethyl)-amide; 
2-( I H-indazol-3-yl)- 1 H-benzoimidazole-5-carboxylic acid (2-methoxy-elhyl>-amide; 
10 2-(lH-indazol-3-yl)-l H-benzoimidazole-5-carboxyHc acid {2-cyano-€thyl)-amidc; 

2-(lH-inda2oI-3-yl)-lH-benzoiinidazole-5-carboxylic acid (2-hydroxy-!,I-dimethyl-ethyl)-amide; 

2- (l H-Indazol-3-yl)-l H-benzoimidazole-S-carboxylic acid (3-imidazoM -yl-propyl)-amide; 

3- <5,6-dimethyl-I H-benzoimidazol-2-yI)-l H-indazole-S-carboxylic acid dimethylamide; 
[2-(indazol-3-yI)-lH-ben2oimida2ol-5-yl]-carboxylic acid; or 

15 or an N-oxide, prodrug, acid bioisostere, pharmaceutically acceptable salt or solvate of such 
compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 

149. A compound according to claim 54 which is 

3-( 1 H-benzoimidazol-2-yl)-l H-indazole; 
20 3-(5-methoxy-lH-benzoimidazol-2-yl)-l H-indazole; 

3-<5,6-dimethyl-lH-benzoimidazoI-2-yl)-l H-indazole; 

3-(5,6-dimethyi- 1 H-benzoimidazol-2-yl)-5-methoxy- 1 H-indazole; 

3-(5,6-dimethyl-l H-benzoimidazol-2-yl)-5-fluoro-l H-indazole; 

3-(5,6-dimethyl-lH-benzoiraidazol-2-yl)-6-fluoro-lH-indazole; 
25 3-(5,6-dimethy l-lH-benzoimidazol-2-yl)-5-methyl- 1 H-indazole; 

3-(5 , 6-dimethy 1- 1 H-ben2oimidazol-2-yl)-6-methoxy- 1 H-indazole; 

3-(5-ethyl- 1 H-ben2oimidazol-2-yl)- 1 H-indazole; 

3-(5-ethy]-6-methyl- 1 H-benzoimidazol-2-yl)- 1 H-indazole; 

3-(5-isopropyl-6-methy]- 1 H-benzoimidazoI-2-yl)-lH-indazole; 
30 3-(5-bromo-6-methyl- ! H-benzoimidazol-2-yl)- 1 H-indazoIe; 

3-(5-bromo- 1 H-benzoimidazol-2-yl)- 1 H-indazole; 

3-(5-(3-cyano)phenyl-lH-ben2oimidazol-2-yl)-l H-indazole; 

3-(5-(pyrid-3-yl)-lH-ben2oimidazol-2-yl)-lH-inda2ole; 

3-(6-methyI-5-phenyl-l H-benzoimida2ol-2-yl)-l H-indazole; 
35 3-(5-phenyl-1 H-ben2oimidazol-2-yl)- 1 H-indazole, (compound denoted as A60-B63), Example 235<q); 

3-(5-(2-fluoro)phenyl- 1 H-benzoimidazoI-2-yl)-l H-indazole; 
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3-(5-(3,4 -methylenedioxy)phenyl-l H-ben2oimidazol-2-yl)-lH-inda2o!e; 
3-(5-benzyloxy-l H-ben2oimidazol-2-yl)- 1 H-indazole; 
3-(5,6-methylenedioxy-lH-benzoimidazol-2-yl)-lH-inda2ole; 
3-(5,6-diniethoxy- 1 H-benzoiniida2ol-2-yl)- 1 H-iadazoIe; 
5 3-(5,6-diethyMH-benzoimidazol-2-yl)-lH-indazoIe; 

2- (lH-inda2ol-3-yl)-lH-ben2oimidazole-5-carbonitrile; 

3- (5-methoxycarbonyMH-benzoimidazol-2-yl)-lH-inda2ole; 
3-(5,6-dimethyl-l H-benzoimidazoU2-yl)-5-ethoxy- 1 H-indazole; 
3-[5-(2-niorphoHn-4-yl-cthoxy)-lH-benzoimidazol-2-yl]-lH-indazole; 

10 3<5-ethyl-6-methyi-lH-ben2oimidazol-2-yI)-lH-indazoIe-5-carbonitrile; 

3-(5,6-dirnethyI-lH-beiizoimidazol-2-yl)-lH-inda2ole-5-cariK)nitrile; 

3-(5,6-dimethyl- 1 H-benzoiinidazol-2-yl}-4-fluoro-] H-indazole; 

3-(5,6-dimethyl- lH-benzoimida2ol-2-yl)-5-chloro-l H-indazole; 

3-(5-n-propyl-l H-benzoimida2ol-2-yl)-l H-indazole; 
15 2-(lH-indazol-3-y])-lH-benzoimidazole-5-sulfonicacid benzylamide; 

3-(S-methanesulfonyi- 1 H-benzoimidazol-2-yl}- 1 H-indazole; 

[2-(indazol-3-yl)-lH-benzoimida2ol-5-yl]-phenyI-methano]; 

[2-(inda2ol-3-yl)-lH-benzoimidazol-5-yl]-carboxyiic acid, ethylamide; 

[2-(indazol-3-yl)- 1 H-benzoimidazoI-5-yl]-carboxylic acid, methylamide; 
20 [2-(indazol-3-yl)-lH-ben2oimidazol-5-yI]-carboxylic acid, isopropylamide; 

[2-(indazoU3-yl)-lH-benzoimidazol-5-yl]-carboxyiic acid, benzylamide; 

[2-(indazol-3-yl)-lHrbenzoimida2ol-5-yl]-carboxylic acid, benzamide; 

2-(lH-indazoI-3-yl)-lH-benzoimidazole-5-carboxylic acid (pyridin-3-ylmethyl)-aniide; 

2-(iH-indazol-3-yl)-lH-benzoiniidazole-5-carboxylic acid 3-methyl-benzylaniide; 
25 2-( lH-indazol-3-yl)-lH-benzoiniidazole-5-carboxylic acid 4-methyl-benzylamide; 

2-i I H-inda2ol-3-yl)-lH-benzoiinidazole-5-carboxylic acid [3-(2-oxo-pyrrolidin- 1 -yl)-propyl3-amide; 

2<l H-inda2ol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2-nK)rpholin-4-yl-ethyl)-ami 

2-( 1 H-indazoI-3-yl)-l H-benzoimidazole-5^arboxylic acid (2-methoxy-ethyl)-aniide; 

2-(lH-inda2ol-3-yl)-lH-ben2oiniida2ole-5-carboxylic acid (2-cyano-ethyl)-amide; 
30 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxyHcacid{2-hydroxy-lJ-dimethyI-ethyl)-ami 

2- (l H-Inda2ol-3-yl)-lH-benzoimida2ole-5-carboxylic acid (3-imidazol-l-yl-propyl)-aniide; 

3- (5,6-dimethyl-iH-benzoimida2ol-2-yl)-lH-inda2ole-5-carboxylic acid dimethylamide; 
[2-(inda2ol-3-yl)-lH-ben2oiniidazol-5-yl]-carboxylic acid; 

3-(5-ethyl-6-methyl-lH-benzoimidazol-2-yI)-lH-indazole-5-carboxylic acid amide dihydrochloride; 
35 or an N-oxide, prodrug, acid bioisostere, pharmaceutically acceptable salt or solvate of such 
compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 



wo 03/035065 



PCT/GB02/04763 



656 



150. A compound according to claim 54 which is 
3-(5,6-dimethyl-lH-benzoimida2ol-2-yl)-5-methoxy-lH-inda2ole; 
3-(5-ethyl-6-methyl-lH-benzoimidazol-2-y I)- ! H-indazoIe; or 
5 3-(5,6-diethyl-lH-benzoimidazol-2-yl)- 1 H-indazole; 

3-(5,6-dimethyMH-benzoimidazol-2-yl)-l H-inda2ole-5-carboxylic acid dimethylamide; 
or an N-oxide, prodrug, acid bioisostere, pharmaceutically acceptable salt or solvate of such 
compound; or an N-oxide, prodrug, or acid bioisostere of such sait or solvate. 

10 151. A compound according to claim 89 which is 

3-(5,6-dimethyl- 1 H-benzoimidazol-2-yl)-4,5,6,7-tetrahydro-l H-indazoIe; 

5,6-dimethyl-2-( 1 ,4,5,6-tetrahydro-cyclopentapyra2ol-3-yl)- 1 H-benzoimidazole; 

3-(5,6-dimethyl-IH-benzoimida2ol-2-yl)-I,4,5,6,7,8-hcxahydro-cycloheptapyrazole; or 

or an N-oxide, prodrug, acid bioisostere, phamnaceuticaliy acceptable sait or solvate of such 
15 compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 

1 52. A compound according to claim 89 which is 
3-(5,6-dimelhyl-lH-benzoimidazol-2-yl)-4,5,6,7-tetrahydro-l H-indazole; or 
5,6-dimethyl-2-(l,4,5,6-tetrahydro-cyclopentapyrazol-3-yl)-iH'benzoimidazoIe; or 

20 an N-oxide, prodrug, acid bioisostere, pharmaceutically acceptable salt or solvate of such compound; 
or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 

153. A compound according to claim 1 10 which is 

3-(5,6-dimethyl-l H-bcnzoimidazol-2-yl)- 1 ,4,6,7-tetrahydro-pyra2olo[4,3-c]pyridine-5<arboxylic acid 
25 isopropylamide; 

cyclopropyl-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-l,4,6,7-tetrahydro-pyra2olo[4,3-c]pyridin-5-yl]- 
methanone; 

isopropyl-[3-(5,6-dimethyl-lH-ben2oimida2ol-2-yl)-l,4,6,7-tetrahydro-pyra2olo[4,3-c]pyridin-5-^ 
methanone; 

30 l-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-l,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridin-5-y1]-ctha^^^ 
l-[3-(5,6-dimethyl-lH.benzoimidazol-2-yl)-l,4,6,7-tetrahydro-pyra2olo[4,3i-c]pyridin-5-yl]-2-^^ 
propan-l-one; 

3-(5,6-dimethyl-lH-ben2oimidazol-2-yl>-l,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-5-carboxylicacid 
methyl ester; 

35 3-(5,6-dimethyI-lH-ben2oimidazol-2-yl)-l,4,6,7-tetrahydro-pyrazolo(4,3-c]pyridine-5-carboxyIicacid 
dimethylamide; 



wo 03/035065 



PCT/GB02/04763 



657 

l-[3-(5,6<limethyl-lH-benzoimida2ol-2-yl)-I,4,6J-tetrahydro-pyrazolo[4,3-c] 
butan-l-one; 

l-[3-(5,6-dimethyl-lH-benzdimidazol-2-yI)-I,4,6J-tetrahydrcHpyrazolo[4,^ 
dimethyl-propan- 1 -one; 

5 3-(5,6-dimethyI-I H-benzoiniidazol-2-yl)- l,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-5-carboxylic acid 
methyl ester; 

3-(5,6-dimethyl-l H-benzoimidazoI-2-yl)- 1 ,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-5-carboxylic acid 
isopropylamide; 

3<5,6HiimethyI-lH-benzoiraidazol-2-yl)-l,4,6j4elrahydro-pyrd2olo[4,3-c]pyridine-5-carboxy 
10 diethylamide; 

[3K5,6KiimethyI-lH-benzoimida2oU2-yl)-lA6,7-tetrahydr<>-pyra2olo[4,3-c]pyridinT5-yI]-pyrrolidi 
yl-methanone; 

[3-(5,6-dimethyl-lH-bcn2oimidazol-2-yI)-l,4,6J-tetrahydix)-pyra2olo[4,3<]pyridin-^ 
yl-methanone; 

15 [3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-l,4,6J-tetrahydro-pyrazolo[4,3-c]pyridi 
yl-methanone; 

3-(5K:hIoro-6-methyl-lH-benzoimidazol-2-yl)-l,4,6J-tetrahydro-pyrazolo[43-c]pyridine-5-carb^ 
acid diethylamide; 

3-[5-(2-morpholin-4-yl-ethoxy)- 1 H-benzoimidazoi-2-yl]-l ,4,6,7-tetrahydro-pyra2olo[4,3-c]pyridine-5- 
20 carboxylic acid diethylamide; 

3-{5-trifluoromethyI-lH-benzoimida2ol-2-yI)-iA6,7-tetrahydro-pyra2oio[4,3<]pyridine-5<arboxyl 
acid diethylamide; 

l-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-l,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridin-5-yl]-2,2- 
dimethyl-propan- 1 -one; 

25 3-(5,6Klimethyl-lH-ben2oimida2ol-2-yl)-5-(propane-2-suifonyl)-4,5.6j4etrahydro-lH-pyr^^ 
cjpyridine; or 

3-(5,6-dimethyI- 1 H-benzoimidazol-2-yl)- 1 ,4,6,7-tetrahydro-pyrano[4,3-c]pyra2ole; or 

an N-oxide» prodrug, acid bioisostere, phannaceutically acceptable salt or solvate of such compound; 

or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 

30 

1 54. A compound according to claim 110 which is 

3-(5,6Hiimethyl-lH-bcnzoimida2ol-2-yl)-l,4,6J-tetrahydro-pyrazolo[4,3<]pyridine-5Karboxylic acid 
isopropylamide; 

cyclopropyl-[3-(5,6-dimethyl- 1 H-ben2oimida2ol-2-yl)-l ,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridin-5-yl]- 
35 methanone; 
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isopropyl-[3-(5,6-dimethyl-lH-benzoimidazol-2-yl)-l,4.6J-tetrahydro-pyrazol^ 
methanone; 

1 -[3-{5,6-dimethyI- 1 H-ben20imidazol-2-yl)- 1 ,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridin-5.yl]-2,2- 
di tnethy l-propan- 1 -one; 
S 3K5,6-dimethyI4H-bctuoimidazol-2-yl)-lA6J-tetrahydro-pyra2olo[4,3-<;]py^^ 
melhyl ester; 

3-<5,6-dimethyl- 1 H-benzoimidazol-2-yl)-l,4.6,7-tetrahydro-pyrazolo[4,3-c]pyridine-5-carboxylic acid 
isopropylamide; 

3-(5,6Klimethyl-lH-benzoimidazol-2-yl)-l,4,6J-tetrahydro-pyrazolo[4,3-c]pyri 
10 diethylamide; 

[3-(5,6Hiimethyl-lH-benzoimidazol-2-yl)-lA6,74etrahydro-pyrazolo[4,3-c]pyridin-5-yI]'^^ 
yl -methanone; 

[3-(5,6-dimethyI- 1 H-benzoimidazol-2-yl)-l ,4A7-tetrahydro-pyrazolo[4,3-c]pyridin-5-yI]-piperidin-l- 
yl-methanone; 

15 [3-(5,6Klimethyl-lH-ben2oimidazol-2-yl)-lA6,7^etrahydro-pyra2olo[4,3H;]p^^ 
yl-methanone; 

3-(5-chloro-6-inethyl- 1 H-benzoimidazol-2-yl)- 1 ,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-5-carboxyIic 
acid diethylamide; 

3-[5K2-morpholin-4-yI-«thoxy)-lH-benzoiraidazol-2-yl]-l,4,6j4elrahydro-pyrdzolo[4,3-c]pyri^ 

20 carboxylic acid diethylamide; 

3-(5-trifluoromethyl-lH-benzoimidazol-2-yl)-l,4,6,74etrahydro-py!^olo[4,3<]pyridine-5^^ 

acid diethylamide; 

3-(5,6-dimcthyl- 1 H-benzoimidazol-2-yl)-l,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-5-carboxylic acid 
dimethylamide; 

25 l-[3-(5,6-dimethyl-lH-benzoinMdazol-2-yl)-l,4,6,7-tetrahydro-pynizolo[43.c]pyridin-5-yl] 
propan-l-one; 

3-(5,6-dimelhyI-lH-benzoimida2ol-2-yl)-l,4,6j4etrahydro-pyrazolo[43-c]pyridine-5<arbo acid 
methyl ester; 

l-[3-(5,6-dimethyI-lH-ben2oimidazol-2-yl>l,4,6,74etrahydro-pyrazolo[4,3<]pyridin-5.^ 

30 butan-l-one; or 

1^3-(5,6-dimethyl-lH-benzoimidazol-2.yl)-l,4,6J-tetrahydro-pyrazolo[4,3<]pyridin-5 

dimethyl-propan-l-one; or 

or an N-oxide, prodrug, acid bioisostere, pharmaceutically acceptable salt or solvate of such 
35 compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 
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155. A compound according to claim 1 10 which is 

3-(5,6-dimethyI- 1 H-benzoimida7ol-2-yl)- 1 ,4,6,7-tetrahydro-pyra2olo[4,3-c]pyridine-5-carboxylic acid 
isopropylamide; 

cyclopropyl-[3-(5,6-dimethyl-lH-benzoimida2ol-2-yI)-l,4,6,7-tetrahydro-pyra2olo[4,3-c]p^^ 
5 methanone; 

3<5,6-dimethyl-lH-benzoimidazol-2-yl)-l,4,6J-tetrahydro-pyrazolo[43-c]pyridine-5-carboxyh acid 
isopropylamide; 

prepared 3-(5,6-dimethyl-iH-benzoimida2ol-2-yl)-i,4,6,7-tetrahydro-pyrazoIo[4,3-c]pyridine-5- 
carboxylic acid diethylamide; 
1 0 [3-(5,6-<iimethyl- 1 H-benzoimidazol-2-yl)- 1 ,4,6,7-tetrahydro-pyrazoIo[4,3-c]pyridin-5-yl]-pyrroIidin- 1 - 
yl-methanone; 

[3-(5,6Klimethyl-IH-benzoimidazol-2-yl)-l,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridin-5-yl]-pi 
yl-methanone; 

3-(5-chloro-6-methyl- 1 H-benzoimidazo!-2-y 1)- 1 ,4,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-5-carboxy lie 
15 acid diethylamide; or 

3<5,6-dimethyl-lH-benzoimidazol-2-yl)-lj4,6,7-tetrahydro-pyra2olo[4,3-c]pyridine-5-carboxylicacid 
dimerhylamide; 

or an N-oxide, prodrug, acid bioisostere, pharmaceutically acceptable salt or solvate of such 
compound; or an N-oxide, prodrug* or acid bioisostere of such salt or solvate. 

20 

156. A compound according to claim 3 which is 
2-{lH-indazoU3-yl)-l H-benzimidazole-S-carboxylic acid benzylamide; 
2-(lH-indazol-3-yl)-l H-benzimidazole-S-carboxylic acid N-methylamide; 
2-( 1 H-indazol-3-yl)- 1 H-benzimidazole-5-carboxylic acid N-ethylamide; 

25 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-isopropylamide; 

2-(lH-indazol-3-yl)-lH-ben2imidazole-5-carboxylic acid N-phenylamide; 

2-(lH-indazol-3*yi)-lH-benzimidazole-5-carboxylic acid N-phenethylamide; 

2-(lH-inda2ol-3-yl)-l H-benzimidazole-5-carboxylic acid N-morphoHnoamide; 

2-(lH-inda2ol-3-yl)-l H-benzimidazoIe-S-carboxylic acid N-(lNP-methylpiperazino)amidc; 
30 2-(lH-indazol-3-yI)-l H-benzimidazole-5-carboxylic acid N-pyrroIidinoamide; 

2-(lH-inda2ol-3-yl)-lH-benzimida2ole-5-carboxylic acid N-(isobutyl)amide; 

2-(lH-indazol-3-yI)-lH-ben2imida2ole-5-carboxylic acid N-(cyclohexylmethyl)amide; 

2-(lH-indazol-3-yl)-lH-benzimida2ole-5-carboxylic acid N-(2-furfuryl)amide; 

2-(lH-indazol-3-yl)-l H-benzimidazoIc-5-carboxylic acid N-benzyl-N-methylamide; 
35 methyl 2-(lH-indazol-3-yl)-3H-ben2imidazole-5- carboxylate; 

5,6-dimethyl-2-(lH-indazol-3-yl)-lH-ben2imida2olc; 
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5-inethoxy-2-(lH-indazol-3-yl)-lH-benzimidazoIe; 
2-( lH-indazol-3-yl)-3H-ben2imida2ole-4-carboxylic acid; 
5-bromo 2-(l H-indazol-3-yl)-3H-benzirmdazoIe; 
2-(5-ethoxy-2H-pyra2ol-3-yl)-l H-benzimidazole-4-carboxyIic acid; 
5 5,6-dimethyl-2-(5-methyI-2H-pyra2oI-3-yl)-lH-benzimidazole; 

5,6-dimethyl-2-{5-thiophen-2-yl-2H-pyrazol-3-yl)-lH-benziraida20le; 
2-(4-bromo-2H-pyrazol-3-yl)-5,6-dimethyMH-benzimidazole; 
2-(5-ethyl-2H-pyrazol-3-yl)-5,6-dimethyl-lH-benzimidazoIe; 
2-(5-ethyl-2H-pyrazol-3-yl)-4,5-ethylenedioxy-lH-ben2imidazoIe; 
10 2-(5-ethyl-2H-pyra2ol-3-yl)-5-methoxy-lH-benzimidazole; 
2-(5-ethyl-2H-pyrazol-3-yl)-4-hydroxy- 1 H-benzimidazole 
2-(5-ethyl-2H-pyra2oI-3-yl)-5-bromo- 1 1-T-bcnzimidazole; 

2-( I H-indazo!-3-yl)-lH-benzoimidazole-5-carboxylic acid 2,4-dichloro-benzylamide; 

2-(l H-indazol-3-yl)- 1 H-benzoimidazole-5-carboxylic acid (3-ethoxy-propyI)-amide; 
15 2-( I H-indazoU3-yl)- 1 H-benzoiniidazole-5-carboxylic acid 4-bromo-ben^lamide; 

2-(lH-indazol-3-yI)-lH-benzoiniidazo!e-5-carboxylic acid4-fnethanesulfonyl-benzylamide; 

2-( 1 H-i nda2ol-3-yl)- 1 H-benzoimidazole-5-carboxylic acid (naphthalen-1 -ylmethyl)-amide; 

2-( I H-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 4-trifluoromethyl-ben2ylainide; 

2-(lH-inda2ol-3-yl)- i H-benzoimidazole-S-carboxylic acid (thiophen-2-ylmethyl)-anjide; 
20 2-(lH-indazoI-3-yl)-lH-benzoimidazole-5-carboxylic acid 4-dimethylamino-benzylamide; 

4<{[2KlH-indazolO-yl)-lH4)enzoimida2ole-5K:arbonyl]-amino}-niethyI)-piperidine-l-carboxylic 

acid tert-butyl ester; 

2-(l H-indazol-3-yl)-lH-benzoimidazoie-5-carboxylic acid 4-nitro-ben2yIamide; 

2-(l H-indazol-3'yl)-lH-benzoiniidazole-5-carboxylic acid (pyridin-3-ylmethyI)-aniide; 
25 2-(lH-indazol-3-yl)- 1 H-benzoimidazole-S-carboxylic acid 3-bromo-benzylamide; 

2-( lH-inda2ol-3-y!)-lH-beiizoiniidazole-5-carboxylic acid 3-methoxy-benzylainide; 

2-(lH-indazol-3-yl)-lH-benzoiinidazole-5-carboxylicacid (benzo[l,3]dioxol-5-ylmethyl>ainide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylicacid (benzo[b]thiophen-3-ylmethyl)-amide; 

2-(lH-inda2ol-3-yl)-lH-ben2oimida2ole-5-carboxylic acid(l,3-dimethyHH-pyra2oi-4-yImethyl)- 
30 amide; 

2-(lH-inda2ol-3-yl)-lH-benzoiinida2ole-5-carboxylic acid 2-trifluoromethoxy-ben2ylamide; 
2-(IH-indazol-3-yl)-lH-benzoiinidazole-5-carboxylic acid 2-methyl-benzylainide; 
2-(lH-indazoI«3-yl)-lH-benzoimida2ole-5-carboxylic acid (3-methyl-thiophen-2-ylmethyl)-amide; 
2-(lH-indazol-3-yl)-IH-benzoimida2oIe-5-caiboxylicacid2-trifluoromethyl-benzy 
35 2-(lH-indazol-3-yI)-lH-benzoimida2ole-5-carboxylic acid 4-phenoxy-benzylamide; 

2-(lH-indazol-3-yl)-l H-benzoimidazole-5-carboxyIic acid 3-trifluoromethoxy-benzyIaniide; 
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2-( 1 H-indazol-3-yl)- 1 H-benzoimidazole-S-carboxylic acid (3-isopropoxy-propyl)-ainide; 
2-(lH-indazol-3-yl)-l H-benzoimidazole-5-carboxylic acid ( I -methyl- 1 H-pyrazol-4-ylmethyl)-aniide; 
2-(lH-indazol-3-yl)-lH-benzoiniidazole-5-carboxylic acid 4-isopropyl-benzylamide; 
2-(lH-inda2ol-3-yl)-lH-benzoimidazole-5-carboxyIic acid (2,5-dimethyl-furan-3-ylmethyl)-aniide; 
5 2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (benzo[b]thiophen-2-ylmethyl)-amide; 

2-(lH-indazol-3-yl)-l H-benzoimida2ole-5-carboxyIic acid [3-(3-acetylamino-phenoxy)-propyI)-ainide; 
2-(lH-indazol-3-yl)-l H-benzoimidazoie-5-carboxylic acid (6-chloro-pyridin-3-ylmethyl)-amide; 
2-(lH-indazol-3-yl)- 1 H-benzoimidazole-5-carboxyiic acid ([2,2']bithiophenyl-5-ylmethyl)-ainide; 
2-(lH-indazoI-3-yl)-l H-benzoimidazole-5-carboxylic acid (2,3-dihydro-benzofuran-5-ylmethyl)- 
10 amide; 

2-( 1 H-indazol-3-yl)- 1 H-benzoimidazole-5-carboxy lie acid 4-cyano-benzy lamide; 
2-(lH-inda2ol-3-yl)-l H-benzoimidazole-5-carboxylic acid (5-chloro-benzo[b]thiophen-3-ylmethyl)- 
amide; 

2-(lH-indazol-3-yl)- 1 H-benzoimidazole-5-carboxylic acid 3-trifluoromethyl-beii2yIamide; 
15 2-(lH-indazol-3-yl)- 1 H-benzoimidazole-5-carboxyIic acid 2-methylsulfanyl-benzylamide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (ben2o[b]thiophen-3-ylmethyI)-amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylicacid(tetrahydro-pyran-4-yImethyI)-amide; 

2-( 1 H-indazol-3-y I)- 1 H-benzoimidazoIe-5-carboxy 1 ic ac id (2,3-dihydro-benzo[ 1 ,4]dioxiii-2-ylmethyl)- 

amide; 

20 2-( I H-itidazoU3-yl)-l H-benzoimidazole-5-carboxylic acid (furan-3-ylmethyI)-amide; 

2-(lH-indazol-3-yl)-lH-ben2oimida2ole-5-carboxylic acid 2-nitro-benzy lamide; 

2-(lH-indazol-3-yl)-l H-benzoimidazoIe-5-carboxyIic acid (thiophen-3-ylmethyl)-amide; 

2-(lH-indazol-3-yI)- 1 H-benzoimidazole-5-carboxylic acid 3,5-dimethyl-benzy lamide; 

2-(lH-indazol-3-yl>l H-benzoimidazole-5-carboxylic acid (1 -methyl- lH-benzoimidazol-2-ylmethyl)- 
25 amide; 

2-( I H-indazol-3-yl)-I H-benzoimidazoie-5-carboxylic acid 3-methyi-benzyIamide; 

2-(lH-indazol-3-yl)-1H-benzoimidazole-5-carboxylic acid 3-ch1oro-benzylamide; 

2-(lH-indazol-3-yl)-3H-benzoimidazole-4-carboxyJic acid 4-sulfamoyI-ben^lamide; 

2-(lH-indazoU3-yl)-3H-benzoimidazoIe-4-carboxylic acid (3-ethoxy-propyl)-amide; 
30 2-(lH-indazol-3-yl)-3H-benzoimidazole-4-carboxylic acid 4-bromo-benzyIamide; 

2-(lH-inda2ol-3-yl)-3H-benzoimidazole-4-carboxylic acid (naphthalen-l-ylmethyl)-amide; 

2-(lH-indazol-3-yl)-3H-benzoimidazole-4-carboxylic acid (thiophen-2-ylmethyI)-amide; 

2-(lH-indazol-3-yl)-3H-benzoimida2ole-4-carboxyIic acid 4-dimethylamino-benzylamide; 

2-(lH-indazol-3-yl)-3H-benzoimidazole-4-carboxylic acid 4-nitro-benzylamide; 
35 2-(lH-indazol-3-yI)-3H-benzoimidazole-4-carboxylic acid (pyridin-3-ylmethyI)-amide; 

2-(lH-indazol-3-yl)-3H-benzoiinidazole-4-carboxylic acid 3-bromo-benzylamide; 
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2-(l H-indazol-3-yl)-3H-ben2oimida2ole-4-<;arboxylic acid 3-methoxy-benzyIainide; 
2-( lH-indazol-3-yl)-3H-ben2oimidazo!e-4-carboxylic acid (ben2o[b]thiophen-3-ylmethyl)-amide; 
2-(lH-inda2oI-3-yI)-3H-benzoimidazole-4-carboxylic acid 4-phenoxy-benzylamide; 
2-(lH-inda2ol-3-yl)-3H-ben2oimida20le-4-carboxylic acid 3-trifluoromethoxy-ben2ylamide; 
5 2-(lH-indazol-3-yl)-3H-benzoimidazole-4-carboxylic acid (6-chloro-pyridin-3-ylmethyl)-aniide; 
2-( 1 H-indazol-3-yl)-3H-benzoiinidazole-4-carboxylic acid (2,3-dihydro-ben2ofuran-5-ylmethyl)- 
amide; 

2-(l H-inda2ol-3-yl)-3H-benzoimidazole-4-carboxylic acid 3-trifluoromethyl-benzylamide; 

2-( I H-indazol-3-yl)«3H-ben2oimida2ole-4-carboxylic acid 2-methylsulfanyl-benzylannide; 
10 2-( 1 H-inda2ol-3-yl)-3H-benzoimidazole-4-carboxyIic acid (ftiran-3-ylmethyl)-ainide; 

2-( 1 H-indazol-3-yl)-3H-benzoiinidazole-4-carboxylic acid 2-n itro-benzyiamide; 

2-(lH-indazol-3*yl)-3H-benzoim}dazole-4-carboxylic acid 3,5-dimethyl-beiizylamide; 

2-( 1 H-indazoi-3-yl)-3H-ben2oimida2ole-4-carboxyIic acid 3-chIoro-benzylamide; 

2-( 1 H-indazol-3-yl)-3H-benzoimidazoie-4-carboxylic acid phenylamide; 
15 2-( lH-inda2ol-3-yl)-3H-ben2oimida2ole-4-carboxylic acid benzylamide; 

2- (lH-indazol*3-y!)-3H-benzoimidazole-4-carboxy1ic acid phenethyl-amide; 

3- (6-phenyl- 1 H-benzoimidazol-2-yl)-2H-indazole; 
3-[6-{2,4-dichloro-phenyl)-lH-ben2oimidazol-2-yI]-2H-inda20le; 
3-(6-naphthalen- 1 -yl-1 H-benzbimidazoN2-yl)-2H-indazo1e; 

20 3-[6-(4-fluoro-phenyI)-lH-benzoimidazol-2-yI]-2H-inda2ole; 

3-[6-(4-chloro-phenyl)-lH-benzoimidazol-2-yl]-2H-indazole; 

3-[6-(4-methoxy-phenyl)-lH-benzoiniida2ol-2-yl]-2H-indazole; 

3-[6-(3-chloro-4-fluoro-phenyl)-lH-benzoiinidazol-2-yl]-2H-inda20le; 

3-[6-(3,5-dichloro-phenyl)- i H-benzoimidazoi-2-yi]-2H-indazoIe; 
25 3-(6-thianthren- 1 -yl- 1 H-benzoimidazol-2-yl)-2H-indazole; 

3-(6-biphenyM-yl-lH-beii2oimidazol-2-yl)-2H-indazoJe; 

3-(6-p-tolyl- 1 H-benzoimidazol-2-yl)-2H-indazoIe; 

3-(6-m-tolyl-lH>benzoimidazol-2-yl)-2H-indazole; 

3-(6-o-toIyl- 1 H-benzoiinidazol-2-yl)-2H-indazole; 
30 3-(6*thiophen-3-yl-lH-benzoiinidazol-2-yl)-2H-indazole; 

3-[6-(3-trifluoromethyl-phenyl)-lH-benzoimida2ol-2-yl]-2H-indazole; 

3-[6-(4-trifIuoromethyl-phenyl)-lH-benzoimidazol-2-yl]-2H-indazole; 

3-[6-(3-chloro-phenyl)-lH-benzoimidazol-2-yl]-2H-inda2ole; 

3-[6-(3-mcthoxy-phenyl)-l H-benzoimidazol-2-yl]-2H-indazole; 
35 3-[6-(3,5-dimethyl-phenyl)- 1 H-beiizoimidazol-2-yI]-2H-indazole; 

3-[6-(3,4-diriiethyi-phenyl)- 1 H-benzoi m idazol-2-yl]-2H-i ndazole; 
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3-(6-benzo[ 1 ,3]dioxoi-5-yi- 1 H-benzoimidazol-2-yl)-2H-indazole; 
3-[6-(4-tert-butyl-phenyI)- 1 H-ben2oimidazol-2-yl]-2H-indazole; 
3-(6-hex- 1 -enyl- 1 H-benzoimidazol-2-yl)-2H-indazole; 

3- [6-(3,4-dimethoxy-phenyl)- 1 H-benzoimidazol-2-yl]-2H-indazole; 
5 3-[2-(2HMndazol-3-yl)-3H-benzoimidazol-5-yl]-phenoi; 

4- [2-(2H-indazol-3-yI)-3H-benzoimidazol-5-yl]-pheno1; 
3-[6-{3,4-dichloro-phenyl)- 1 H-benzoimidazol-2-yl]-2H-indazoIe; 
3-[6-(4-trifluoromethoxy-phenyl)-lH-benzoifnidazol-2-yl]-2H-indazole; 
!-{4-[2-(2H-indazol-3-yl)-3H-benzoiraidazol-5-yl]-phenyl}-ethanone; 

1 0 3-<6-benzo[b]lhiopben-2-yl- 1 H-benzoimidazoI-2-yl)-2H-indazole; 

3-[6-(3,4,5-trimethoxy-phenyl)-lH-benzoimidazoi-2-yl]-2H-indazole; 

1 - {5-[2-(2H-indazoI-3-yl)-3H-ben2oimida2ol-5-yl]-lhiophen-2-yl }-ethanone; 

1- {3-[2-(2H-indazoU3-yI)-3H-benzoimidazol-5-yI]-phenyl}-ethanone; 
3_[6-(4-benzyloxy-phenyl)- 1 H-ben2oiniidazol-2-yl]-2H-indazole; 

15 3-[6-(2-fluoro-biphenyJ-4-yl>lH-benzoimidazol-2-yl]-2H-indazole; 

3-(6-ben2o[b]thiophen-3-yUlH-ben2oimidazol-2-yl)-2H-indazole; 

{3-[2-(2H-indazol-3-yl)-3H-benzoimidazol-5-yl]-phenyl}-methanol; 

3-[6-(4-ethylsulfanyl-phenyl)- 1 H-benzoimidazol-2-yl]-2H-indazole; 

3-[6-(2,4-difluoro-pheny 1> 1 H-benzoimidazol-2-y!]-2H-indazole; 
20 3-[6-(3-trifluoromethoxy-phenyl)-lH-benzoimidazol-2-yl]-2H-indazole; 

3-[6-(4-lluoro-2-methyl-phenyl)-lH-benzoimidazol-2-yl]-2H-indazoIe; 

3-{6-[2-(4-fluoro-phenyl)-vinyl]-lH-benzoimidazoI-2-yl}-2H-indazole; 

3-{6-(2-(4-chioro-phenyl)-viny 1]- 1 H-benzoiinidazol-2-yl} -2H-indazole; 

3-{4-[2-(2H-indazol-3-yl)-3H-benzoimidazol-5-yl]-phenyl} -propionic acid; 
25 {4-[2-{2H-inda2o!-3-yl>3H-benzoimidazol-5-yl]-phenyl}-raethanoi; 

3-(6-fiiran-2-yl- 1 H-benzoiniida2ol-2-yl)-2H-indazole; 

3-[6-(3-benzyloxy-phenyl)- 1 H-benzoimidazol-2-yl]-2H-indazole; 

3-[6-(4-isopropyl-phenyl)-lH-benzoimidazol-2-yl]-2H-indazole; 

3-[6-(4-methanesulfonyI-phenyl)-lH-benzoiinidazol-2-yl]-2H-indazole; 
30 2-(lH-indazol-3-yl)-lH-benzoimidazoIe-5-cari)oxylicacid(tetrahydro-pyran-4^^^ 

2- ( lH-indazol-3-yl)- 1 H-benzoimidazole-5-carboxylic acid 4-acetyIamino-benzyIamide; 
2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid methylamide; 
2-(lH-indazoI-3-yJ)-lH-benzoiiiiidazole-5-carboxylic acid isopropylamide; 
[2-(lH-indazol-3-yl)-lH-benzoimidazol-5-yl]^oq)holin-4-yl-methanone; 

35 [2-(I H-indazol-3-yl)-l H-ben2oimidazol-5-yl]-(4-inethyl-piperazin- 1 -yl)-methanone; 
2-(lH-indazol-3-yl)-lH-benzoiinidazole-5-carboxylicacid bcnzyl-methyl-amide; 
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2-(lH-indazol-3-yl)-l H-benzoimidazole-5-carboxylic acid 3-nitro-benzyIamide; 

2-(iH-indazol-3-yl)-l H-benzoimidazole-5-carboxyIic acid 2-fluoro-benzyIamide; 

2-(lH-indazol-3-yl)-l H-ben2oimidazole-5-carboxylic acid 2,4-difluoro-benzylamide; 

2-(lH-indazol-3-yI)-l H-benzoimidazole-S-carboxylic acid 2,6-difluoro-benzylamide; 
5 2-(lH-indazol-3-yl)-I H-benzoimidazole-S-carboxylic acid 4-bromo-2-fluoro-benzylatnide; 

2-(l H-indazol-3-yl)-l H-benzoimidazole-5-carboxylic acid 4-chIoro-2-fluoro-benzylamide; 

2-(lH-indazol-3-yi)-l H-benzoimidazole-S-carboxylic acid 4-bromo-2-fluoro-ben2ylamide; 

2-(lH-indazol-3-yl)-l H-benzoimidazole-S-carboxylic acid 3,4-difluoro-ben2ylamide; 

2-(lH-indazol-3-yl)-l H-benzoimidazole-S-carboxylic acid 3,4,5-trifluoro-benzylamide; 
10 2-(lH-inda2ol-3-yl)-lH-benzoimidazole-S-carboxylic acid (4'-chloro-biphenyl-4-ylmethyl)-amide; 

2-(l H-indazol-3-yl)-1 H-benzoimidazole-S-carboxylic acid (3',5*-dichloro-biphenyl-4-yImethyl)-amide; 

2-(l H-indazol-3-yl)-l H-benzoimidazole-S-carboxylic acid (4-fluoro-biphenyl-4-ylmethyl)-amide; 

2-( 1 H-indazol-3-yl)-l H-benzoimidazole-S-carboxylic acid 2-fluoro-benzyIamide; 

2-(lH-indazol-3-yi)-l H-benzoimidazole-S-carboxylic acid 2,6-difIuoro-3-methyl-benzylamide; 
15 2-(iH-indazol-3-yl)-l H-benzoimidazole-S-carboxylic acid 2,4-dichloro-benzylamide; 

2-(lH-indazol-3-yl)-iH-benzoimidazole-S-carboxylic acid 4-chloro-benzylamide; 

2-(l H-indazol-3-yl)-l H-benzoimidazole-S-carboxylic acid 4-chloro-2-methyl-benzyIamide; 

2-(lH-indazol-3-yl>lH-benzoimidazoIe-S-carboxylic acid 4-fluoro-ben2ylamide; 

2-(lH-indazol-3-yl)-l H-benzoimidazole-S-carboxylic acid (2'-chloro-biphenyl-4-ylmethyl)-amide; 
20 2-(lH-indazol-3-yl)-l H-benzoimidazole-S-carboxylic acid (6-trifIuoromethyl-pyridin-3-ylmethyI)- 

amide; 

2-(l H-indazol-3-yl)- 1 H-benzoimidazole-S-carboxylic acid (5-pyridin-2-yl-thiophen-2-ylmethyl)- 

amide; 

2-(IH-inda2ol-3-yl)-lH-ben2oimidazoIe-S-carboxylic acid (3-imidazol-l-yl-propyl)-amide; 
25 4-[2-(lH-indazol-3-yl)-lH-benzoimidazole-S-carbonyl]-piperazine-l-carboxylic acid tert-butyl ester; 

2-(lH-indazol-3-yl)-l H-benzoimidazole-S-carboxylic acid (2,6-difluoro-4-chloro-benzyl)amide; 

2-( 1 H-indazol-3-yl)- 1 H-benzoimidazole-S-carboxylic acid (2,4-dichloro-6-fluoro-benzy l)amide; 

2-(lH-indazol-3-yl)-l H-benzoimidazole-S-carboxylic acid (3-fluoro-4-chloro-ben2yl)amide; 

2-(lH-indazol-3-yl)-l H-benzoimidazole-S-carboxylic acid (2-fluoro-4-chloro-6-methyl-ben2yl)amide; 
30 2-(lH-indazol-3-yI)-I H-benzoimidazole-S-carboxylic acid (6-methoxy-pyridin-3-yimethyl)-amide; 
2-[5-(benzyloxy)-2H-py fazol-3-yl]- 1 H-benzoimidazole; 
2-[5-(3-phenyl-allyloxy)2H-pyrazol-3-yl]- 1 H-benzoimidazole; 
2-[5-(2-methyl-allyloxy)2H-pyrazol-3-yl]- 1 H-benzoimidazole; 

2- [5-(3,7-dimethyl-octa-2,6-dienyloxy)-2H-pyrazol-3-yl]-iH-benzoimidazole; 
35 2-[5-(3-bromo-ben2yloxy)-2H-pyrazol-3-yl]-lH-benzoimidazole; 

3- [5-(lH-benzoimidazol-2-yl)-lH-pyrazol-3-yloxymethyI]-benzonitrile; 
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2.[S-(4-trif]uoromethyl-benzyloxy)-2H-pyrazolO*yl]-lH4)enzoimidazole; 

2-[5-(3,4KlichIoro-benzyloxy)-2H-pyra2ol-3-yI]-lH-benzoimidazole; 

2-[5-pentafluorophenylmethoxy)-2H-pyrazol-3-yl]-lH-ben2oimida2ole; 

2-[5-(4-/er/-butyl-benzyloxy)-2H-pyrazoI-3-yl]-IH-benzoimidazole; 
5 2-[5-(2-benzenesuifonyImethyl-ben2yloxy)-2H-pyrazol-3-yI]-IH-benzoimida?ole; 

4-[5-( 1 H-benzoimida7ol-2-yl)- 1 H-pyrazol-3-y loxymethylj-benzonitrile; 

2-[5-(biphenyl-4-ylmethoxy)-2H-pyrazol-3-yl]-lH-benzoimidazoIe; 

2,3-dichioro-ben2enesulfonic acid 5-{I H-benzoiinidazol-2-yl)-lH-pyra2ol-3-yl ester, 

2-[5-(2-morphoIin-4-yl-ethoxy)-2H-pyrazol-3-yl]-lH4)en2oimidazole; 
10 2-[5-(2-piperidin-l-yl-€thoxy)-2H-pyra2olO-yl]-lH-b€nzoimidazole; 

2-[5-(3-methoxy-benzyloxy)-2H-pyrazoU3-yll-lH-benzoiniidazole; 

2-[5-(l H-beii2oimidazol-2.yl)-l li-pyrazolO-yloxy]-] -p-tolyl-ethanone; 

1 -[5-( 1 H-benzoiinidazol-2-yl)- 1 H-pyrazol-3-yloxy]-3.3,4,4,4-penlanuoro-butan-2-one; 

2-[5-( I H-benzoiinida2ol-2-yI)-l H-pyra2oI-3-yloxy]-l-biphenyl-4-yl-cthanone; 
1 5 I -[5-{ I H-beiizoimida2ol-2-yl)-l H-pyra2ol-3-yioxyl-butan-2-one; 

2-[5-(lH-benzoimidazol-2-yI)-lH-pyra2oi-3-yloxy]-l-(4-dimethylamino-phenyl)-ethanone; 

2-[HlH-benzoimida2ol-2-yl)-lH-pyrazol-3-yloxy]-l-(3-phenyl-isoxazol-5-yl)-ethanone; 

2-[5-(l H-benzoimidazol-2-yl)- 1 H-pyrazol-3-yIoxy]-N-phenyl-acetamide; 

1- [5-(lH-benzoimidazol-2-yl)-lH-pyrazol-3-yloxy]-3,3-dimcthyl-buran-2-one; 
20 i-adamantan-l-yl-2-[5<lH-benzoimida2ol-2-yl)-lH-pyra2ol-3-yloxy]-ethanone; 

2- (5-( 1 H-benzoimidazol-2-y I)- 1 H-pyrazol-3-yloxy]- 1 -naphthalen-2-yl-ethanone; 
4-{2-[5<lH-ben2oiinidazol-2-yl)-lH-pyra2ol-3-yloxy]-acetyl}-benzonitrile; 

6-{2-[5-( 1 H-benzoiniidazol-2-yI)- 1 H-pyrazol-3-yloxy]-acetyl} -3,4-dihydro-l H-quinolin-2-one; 

2-[5-( 1 H-benzoimidazol-2-yI)-l H--pyrazol-3-yloxy]-l-(4-trifluoromethoxy-phenyl)-ethanone; 
25 5-{2-[5-( 1 H-benzoimida2oI-2-yl)- lHi3yrazol-3 -yloxy] -acetyl } -2-chloro-benzenesulfonainide; 

2-[5-(lH-benzoimidazol-2-yl)-lH-pyra2ol-3-yloxy]-H4-methoxy-phenyl)-ethanone; 

2-[5-(lH-ben2oimida2ol-2-yl)-lH-pyra2ol-3-yloxy]-l -cyclopropyl-ethanone; 

isonicotinic acid 5-( lH-beii23oiinidazoI-2-yl)- lH-pyrazol-3-yl ester; 

2,2-dimethyI-propionic acid 5<lH-ben2oiniidazol-2-yl)-lH-pyrazol-3-yl ester; 
30 benzyloxy-acetic acid 5-<lH-ben2oiiiiidazol-2-yl)-lH-pyrazol-3-yI ester; 

benzoic acid 5-{lH-benzoimidazol-2-yl)-lH-pyrazol-3-yl ester; 

4-methoxy-benzoic acid 5-(lH-benzoimida2ol-2-yI)-IH-pyrazol-3-yl ester; 

phenyl-acetic acid 5-(lH-benzoimidazol-2-yl)-lH-pyra2ol-3-yI ester; 

2,3,4,5,6-Pentafluoro-benzoic acid 5-(lH-benzoimidazol-2-yl)-lH-pyra20I-3-yl ester; 
35 cyclopropanecarboxyiic acid 5-(lH-benzoiinidazol-2-yl)-lH-pyrazol-3-yl ester; 

2,2,3,3,4,4,4-heptafluoro-butyric acid 5<lH-ben2oimidazol-2.yI)-lH-pyra2ol-3-yl ester, 
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cyclopentanecarboxylic acid5-{lH-ben2oimida2ol-2-yl)-lH^yrazol-3-yl ester; 
3-phenyl-propionic acid 5-(lH-benzoimida2ol-2-yI>.lH-pyra2M)l-3-yl ester; 
biphenyM-carboxylic acid5-(lH-benzoimidazol-2-yl)-lH-pyra2ol-3-yl ester; 
3,5-bis-trifluoromethyl-ben2oic acid 5-(lH-benzoimidazol-2-yl)-lH-pyrazol-3-yl ester; 
5 4-trifluoromethyl-benzoic acid 5-(lH-benzoiniida2ol-2-yl)-lH-pyrazol-3-yl ester, 
thiophene-2-carboxylic acid 5-(lH-benzoimjda2ol-2-yl)-lH-pyrazol-3-yl ester; 
or an N-oxide, prodmg, acid bioisostere, pharmaceutical ly acceptable salt or solvate of such 
compound; or an N-oxide, prodmg, or acid bioisostere of such salt or solvate. 

10 157. A compound according to claim 14 which is 

2-(5-ethyl-2H-pyra2ol-3-y l)-5,6-dimethyl- 1 H-benzimidazole; or 
2-(5-methy l-2H-pyrazol -3-yl)-5,6-dimethyI- 1 H-benzimidazole; 

or an N-oxide, prodmg, acid bioisostere, pharmaceutically acceptable salt or solvate of such 
compound; or an N-oxide, prodmg, or acid bioisostere of such salt or solvate. 

15 

158: A compound according to claim 54 which is 

2-(lH-indazol-3-yl}-IH-benzimidazole-5-carl>oxylic acid benzyiamide; 

2-(lH-indazol-3-yI)-lH-beiizimidazole-5-carboxylic acid N-methylamide; 

2-(lH-indazol-3-yi)-lH-ben2imidazole-5-carboxylic acid N-ethylamide; 
20 2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxyIic acid N-i sop ropy lamide; 

2-(lH-indazol-3-yl)- 1 H-benzimidazole-5-carboxylic acid N-phenylamide; 

2-(lH-indazol-3-yl)-l H-benzimidazole-5*carboxylic acid N-phenethylamide; 

2-(lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-morpholinoamide; 

2-( 1 1 1-indazol-3-yl)- 1 H-ben2imidazole-5-carboxy 1 ic ac id N-(N -methylpiperazino)amide; 
25 2-{lH-indazol-3-yl)-lH-benzimidazole-5-carboxylic acid N-pyrrolidinoamide; 

2-(lH-indazol-3-yl)-IH-bcnzimida2ole-5-carboxylic acid N-(isobutyl)amide; 

2-(lH-indazol-3-yl)-l H-benzimidazole-5-carboxylic acid N-(cyclohexylmethyl)amide; 

2-( I H-inda2ol-3-yl)- 1 H-benzimidazole-S-carboxylic acid N-(2-fiirfuiyl)amide; 

2-(lH-indazol-3-yl)-JH-benzimidazole-5-carboxylic acid N-benzyl-N-methylamide; 
30 2-(lH-inda2ol-3-yl)-lH-benzoimidazole-5-carboxylic acid 2,4-dichloro-benzylamide; 

2-(lH-indazo!-3-yl)-l H-benzoiniidazole-5-carboxylic acid (3-ethoxy-propyl)-amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 4-bromo-benzylamide; 

2-(lH-indazol-3-yi)-lH-benzoimidazole-5-carboxylic acid 4-methanesulfonyl-benzylamide; 

2-(lH-indazoI-3-yl)-l H-benzoimidazoIe-5-carboxylic acid (naphthaIen-1 -ylmethyl>araide; 
35 2-(lH-indazol-3-yl)-IH-benzoimida2ole-5-carboxylic acid 4-trifluoromethyl-benzylamide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (thiophen-2-ylmethyi)-amide; 
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2-( I H-indazol-3-yl)- 1 H-benzoimidazoIe-S-carboxylic acid 4-dimethylamino-benzy lamide; 

4^ {[2-( 1 H-inda2ol-3-yl)- 1 H.benzoimidazoie-5-carbonyI]-amino}-mcthyl)-piperidine- 1 -carboxylic 

acid tert-butyl ester; 

2-{lH-inda2oU3-yl)-lH-benzoimidazole-5-carboxylic acid 4-nitro-benzy!amide; 
5 2-{lH-inda2ol-3-yl)-lH-ben2oimidazole-5-carboxylic acid (pyridin-3-ylmethyl)-amide; 
2-(lH-indazol-3-yl)-lH-bcnzoimidazole-5-carboxylic acid 3-bromo-benzy lamide; 
2-( J H-indazol-3-yl)-lH-benzoiniidazole-5-carboxylic acid 3-methoxy-benzylamide; 
2-(IH-indazol-3-yl)-1H-benzoimidazole-5-carboxylic acid (benzo[l,3]dioxol-5-ylmethyl)-amide; 
2-( I I-!-indazol-3-yl)-l II-benzoimidazole-5-carboxylic acid (benzo[b]thiophen-3-ylmethyI)-amide; 
10 2-( I H-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (1,3-dimelhyl-l H-pyrazoM-ylmethyi)- 
amtde; 

2-(lH-indazolO-yl)-l H-ben2oimidazoIe-5<arboxylic acid 2-trifluoroinethoxy-beii^ 

2-( I H-indazol-3-yl)- 1 H-benzoimidazoIe-5-carboxylic acid 2-methyl-benzyIatnide; 

2-( 1 H-i ndazol-3-yl)- 1 1 1-benzoimidazole-5-carboxyHc acid {3-methyl-thiophen-2-ylmethyl)-amide; 
15 2-( I H-indazol-3-yl)-l H-benzoimidazoIe-S-carboxylic acid 2-trifluoroniethyl-benzylamide; 

2-(lH-indazoU3-yl)-lH-bcnzoiinidazole-5-carboxylic acid 4-phcnoxy-bcn2ylamide; 

2-(lH-indazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid 3-trifluoromethoxy-benzy!amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazoIe-5-carboxylic acid (3-isopropoxy-propyl>-amide; 

2-(JH-indazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid (1 -methyl- lH-pyra2oI-4-ylmethyl)-amide; 
20 2-{ I H-indazol-3-yl)-l H-benzoimidazole-5-carboxylic acid 4-isop ropy I -benzy lamide; 

2-{lH-inda2ol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2,5-dimethyl-ftjran-3-ylmethyl)-amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (benzo[b]thiophen-2-yimethyl)-amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylicacid [3-(3-acetylamino-phenoxy)i)ropyI]-amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (6-chloro-pyridin-3-ylmethyl)-amide; 
25 2-( I H-indazol-3-yl)-l H-benzoimidazole-5-carboxylic acid ([2,2']bithiophenyl-5-yImethyl)-amide; 

2-(IH-indazoI-3-yl)-lH-benzoimidazoIe-5-carboxylicacid(2,3Klihydro-benzofuran-5-ylmeA^^ 

amide; 

2-( 1 H-indazol-3-yl)-l H-benzoimidazole-5-carboxylic acid 4-cyano-ben2ylamide; 
2-( 1 H-indazol-3-yl)-l H-benzoimidazole-5-carboxylic acid 2-methylsulfanyl-ben2ylamide; 
30 2-(lH-indazol-3-yI)-lH-benzoimidazoIe-S-carboxylic acid (benzo[b]thiophen-3-ylmethyl)-amide; 

2-(lH-indazol-3-yI)-lH-benzoimida2ole-5-carboxyHc acid (tetrahydro-pyran-4-ylmethyl)-amide; 

2-(IH-inda2ol-3-yI)-lH-benzoimidazole-5-carboxylic acid(2,3-dihydro-ben2o[l,4]dioxin-2-ylmethyl)- 
amide; 

2-(lH-indazol-3-yl)-lH-benzoimida2oIe-5-carboxylic acid (fiiran-3-ylmethyl)-amide; 
35 2-(l H-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 2-nitro-ben2ylamide; 

2-(lH-indazol-3-yl)-lH-ben2oimidazole-5<aitoxylicacid(thiophenO-yImethyl)-amide; 
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2-(lH-incla2ol-3-yl)- IH-benzoimidazole-S-carboxylic acid 3,5-dimethyl-benzylamide; 
2-(lH-indazol-3.yI)-lH-benzoimida2ole-5-carboxylicacid(l-methyl-lH-benzoimid^^^ 

amide; 

2-(lH-indazol-3-yI)- lH-benzoimidazole-5-carboxylic acid 3-methyl-benzylamide; 
5 2-( I H-indazol-3-yl)- 1 H-benzoimidazole-S-carboxylic acid 3-chloro-benzyIamide; 
2-( 1 H-indazol-3-yI)-3H-benzoimidazole-4<arboxylic acid 4-sulfamoyl-benzyIamide; 
2-< 1 H-indazol-3-yl)-3H-beiizoimidazole-4<arboxylic acid (pyridin-3-ylmethyl)-amide; 
2-{lH-inda2ol-3-yl)-3H-beiizoimidazole-4-carboxyIic acid 3-methoxy-ben2yIamide; 
2-(lH-indazoI-3-yl)-3H-benzoimidazole-4-<:arboxylic acid 2-niethylsulfanyI-benzyIamide; 
10 2-{lH-indazol-3-yl)-3H-benzoimidazole-4-carboxylic acid (ftiran-3-ylmelhyl)-amide; 
2-(lH-indazol-3-yl>3H-ben2oimidazoJe^-carboxylic acid 2-nitro-benzylamide; 
2-(l H-inda2ol-3-yl)-3H-benzoimidazole-4-carboxyUc acid 3,5-dimethyl-benzylamidc; 

2- (l H-indazol-3-yl)-3H-benzoimidazole-4-carboxylic acid phenytamide; 
3.[6^4-fIuoro-phenyl)- 1 H-benzoimida2ol-2-yl]-2H-indazoIc; 

15 3-[6-(4-methoxy-pheny H-benzoi midazol-2-yl]-2H-indazole; 

3- [6-(3<hld«)-4-fluorcHphenyl)-lH-beiuoimidazol-2-yl]-2H-indazole; 
3-(6-m-toly I- 1 H-benzoiinidazoI-2-y l)-2H-indazole; 

3_(6-o-toIyl-l H-benzoimidazol-2-yl)-2H-inda2ole; 

3-(6-thiophen-3-yl-lII-benzoimida2ol-2-yl)-2H-indazole; 
20 3-[6-(3-chIoro-phenyl)- 1 H-benzoimidazol-2-yl]-2H-indazole; 

3-[5-(3-rnethoxy-phenyl)-lH-benzoimida2ol-2-yl]-2H-indazole; 

3-[6-(3,5-dimethyl-phenyl)-l H-benzoiniidazoU2-yl]-2H-indazole; 

3-(6-benzo[ 1 ,3]dioxol-5-yl- 1 H-benzoimidazol-2-yI)-2H-indazole; 

3-(6-hex- 1 -enyM H-benzoimidazol-2-y I)-2H-indazole; 
25 3-[6-(3,4-dimethoxy-phenyl)-lH-benzoimtdazol-2-yl]-2H-indazole; 

3- [2-(2H-indazol-3-yl)-3H-benzoiniidazol-5-yi]-phenol; 

4- [2-(2H-indazol-3-yI)-3H-benzoiinidazol-5-yl]-phenol; 
3.[6.(3,4,5-trimethoxy-phenyl)-lH-benzoimida2ol-2-yl]-2H-inda2ole; 

1- {542-(2H-indazol-3-yl>-3H-ben20tinida2ol-5-yI]-thiopheii-2-yl}-ethanone; 
30 {3.[2-(2H-indazol-3-yI)-3H-benzoimidazol-5-yl]-phenyI}-methanol; 

3-[6-(2,4-difluoro-phenyl)-lH-ben2oimida2o!-2-yl]-2H-indazole; 
3-[6-(4-fluoro-2-methyl-phenyI)-lH-benzoimida2ol-2-yl]-2H-indazole; 
{4-[2-(2H-inda2ol-3-yl)-3H-ben2oirnidazol-5-yl]-phcnyl}-methanoI; 
3-(6-furan-2-yl- 1 H-benzoiinidazol-2-yl)-2H-indazole; 
35 3-[6-(4-isopropyI-phenyl)-lH-benzoimidazol-2-yl]-2H-indazole; 

2- (lH-indazol-3-yl)-lH-benzoimidazolc-5-carboxylic acid(tetrahydro-pyran-4.ylmethyl)-amide; 
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2-(lH-indazol-3-yl)-l H-benzoimidazole-5-carboxylic acid 4-acetyIarnino-beiizylaraide; 

2-(lH-indazol-3'-yl)-lH-benzoifnida2ole-5-carboxylic acid methylamide; 

2-(lH-indazol-3-y!)-lH-benzoimidazole-5-carboxylic acid isopropylamide; 

[2-(lH-indazol-3-yl)-lH-benzoimidazoI-5-yl]-morpholin-4-yl-methanone; 
5 [2<lH-indazol-3-yI)-lH-benzoifnidazoi-5-yl]-(4-methyl-piperazin-l-yl)-methanone; 

2-(l H-indazol-3-y H-benzoimida7.ole-5-carboxyIic acid benzyl -methyl-amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 3-nitro-benzylamide; 

2-(lH-indazol-3-yl)-l H-benzoimidazole-5-carboxylic acid 2-fluoro-benzylamide; 

2-(l H-indazol-3-yl)- 1 H-benzoimidazole-5-carboxylic acid 2,4-difluoro-benzylamide; 
10 2-( 1 H-indazol-3-yl)- 1 H-benzoimidazole-5-carboxyIic acid 2,6-difluoro-ben:£ylainide; 

2-{ 1 H-indazol-3-y I)- 1 H-benzoimidazole-5-carb6xylic acid 4-bromo-2-fluoro-benzyIamide; 

2-(lH-inda2oIO-yl)-lH-benzoimidazole-5-carboxylicacid4<hloro-2-fluoro4)enzylarnide; 

2-(lH-indazol-3-yl)-lH-ben2oiinidazole-5-carboxylic acid 4-bromo-2-fluoro-ben2yIamide; 

2-(lH-indazol-3-yl)-IH-benzoimidazole-5-carboxylic acid 3,4-difluoro-benzylamide; 
15 2-(lH-indazol-3-yI)-lH-benzoimidazoIe-5-carboxyIic acid 3,4,5-trifluord-benzylaniide; 

2-(l H-indazol-3-yl)-l H-benzoiinidazole-5-carboxylic acid 2,6-difluoro-3-methyl-bcn^lainide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 2,4-dichloro-benzyIamide; 

2-( 1 H-indazol-3-y I)- 1 H-benzoimidazole-S-carboxyl ic acid 4-chloro-benzylamide; 

2-(lH-indazol-3-yl)- 1 H-benzoimidazole-5-carboxylic acid 4-chloro-2'methyl-benzylamide; 
20 2-(I H-indazol-3-yl)-l H-benzoimidazole-5-carboxylic acid 4-fluoro-benzylamide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2'-chloro-biphenyl-4-ylmethyl)-amide; 

2-( 1 H-inda2ol-3-yl)- lH-benzoimidazole-5-carboxylic acid (6-trifluoroniethy l-pyridin-3-ylniethyl)- 

amide; 

2-(l H-indazol-3-yl)- 1 H-benzoimidazole-5-carboxylic acid (5-pyridin-2-yl-thiophen-2-ylmethyl)-amide; 
25 2-(IH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (3-imidazoi-l-yl-propyl)-amide; 

4-(2-(IH-indazol-3-yl)-IH-benzoimidazole-5-carbonyi]-piperazine-l-carboxylic acid tert-butyl ester; 

2-{lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2,6-difluoro-4K:hloro-ben2yl)amide; 

2-(l H-indazoI-3-yi)- lH-benzoimidazole-5-carboxylic acid (2,4-dichloro-6-fluoro-ben2yI)amide; 

2-(lH-indazol-3-yl)-lH-ben2oimidazolc-5<arboxyIicacid (3-fluoro-4-chloro-benzyl)amide; 
30 2-(lH-indazol-3-yl)-lH-ben2oimidazole-5-carboxylic acid (2-fluoro-4-chloro-6-methyl-benzyl)amide; 

2-( 1 H-indazol-3-y I)- 1 H-benzoimidazolc-5-carboxy lie acid (6-methoxy-pyrldin-3-y Imethy l)-amide; 

2-[5-(benzyioxy)-2H-pyrazol-3-y I]- 1 H-benzoimidazoie; 

2-[5-(3-phenyl-ally)oxy)2H-pyrazol-3-yl]-lH-benzoimidazole; 

2-[5-(3J-4imethyl-octa-2,6Klienyloxy)-2H-pyrazol-3-yl>lH4)en2M>imid^ 
35 2-[5-(3-bromo-benzyloxy)-2H-pyrazol-3-yl]-lH-ben2oimida2oIe; 

2-[5-(3,4-dichloro-benzyloxy)-2H-pyrazol-3-yl]-lH.benzoimidazole; 
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2-[5-(2-ben2enesulfonyImethyI-benzyloxy)-2H-pyra2ol-3-yl]-lH-beiizoimidazole; 
2-[5-(biphenyl-4-ylmethoxy)-2H-pyra2ol-3-yl]-lH45enzoimida2olc; 

2- [5-{3-methoxy-benzyloxy)-2H-pyra2o!-3-yl]- 1 H-benzoimidazole; 
isonicotinic acid 5-( 1 H-ben2oimidazol-2-yl)- 1 H-py ra2ol-3-y I ester; 

5 benzoic acid 5-{lH-benzoimidazol-2-yl)-l H-pyrazol-3-yl ester; 

3- phenyl-propionic acid 5-(lH-benzoimidazol-2-yf)-lH-pytBzol-3-yl ester; 
methyl 2-(lH-indazol-3-yl)-3H-benzimida2ole-5- carboxylate; 
5-methoxy-2-(l H-indazol-3-yl)-l H-benzimidazoie; or 

5-bromo 2-<IH-indazol-3-yl)-3H-benzimidazoIe; 
10 or an N-oxide, prodrug, acid bioisostere, pharmaceutical ly acceptable salt or solvate of such 
compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 

1 59. A compound according to claim 54 which is 

2-( 1 H-i ndazol-3-yl)- 1 H-bcnzimida2olc-5-carboxy! ic acid N-<cyclohexy lmethyl)amide; 
15 2-( 1 H-i nda2ol-3-yl)- 1 H-benzimidazole-S-carboxylic acid N-(2-furfijry l)amide; 

2-{lH-inda2ol-3-yl)-l H-benzoimidazole-5-carboxylic acid 2,4-dichloro-benzylamide; 

2-(lH-inda2oI-3-yl)-lH-ben2oiinida2ole-5-carboxylic acid 4-bronio-ben^lamide; 

2-(lH-inda2ol-3-yl)-lH-ben2oimida2ole-5-carboxylic acid 4-methanesulfonyl-benzylamide; 

2-( I H-indazol-3-yI)-l H-benzoimidazole-5-carboxylic acid 4-nitro-benzylamide; 
20 2-( I H-inda2ol-3-yl)-lH-ben2oimidazoie-5-carboxylic acid 2 -methyl -benzylamide; 

2-(l H-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (6-chloro-pyridin-3-ylmethyl)-amide; 

2-(lH-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid (2,3-dihydro-ben2oluran-5-ylmethyl)-amide; 

2-(lH-Indazol-3-yl)-lH-benzoimidazole-5-carboxyIic acid 2-methylsuifanyl-ben2ylamide; 

2-(lH-indazol-3-yl)-1H-ben7oimidazole-5-carboxylic acid (benzo[b]thiophen-3-ylmethyl)-amide; 2- 
25 (1 H-indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid 3-methyl-benzylamide; 

2-(l H-indazol-3-yl)-IH-benzoimidazole-5-carboxylic acid 3-chloro-benzylaniide; 

2-(l H-inda2oU3-y l)-3H-ben2oimidazoIe-4-carboxylic acid 2-methylsulfanyi-benzylamide; 

2-(l H-inda2ol-3-y 1)- 1 H-benzoimidazole-S-carboxylic acid 4-bromo-2-fluoro-benzy lamide; 

2-(lH-inda2ol-3-yl)-lH-ben2oiniida2oIe-5-carboxylic acid 2,4-dichloro-ben2ylamidc; 
30 2-(l H-indazoU3-yl)-l H-benzoimida2ole-5-carboxylic acid 4-chloro-ben2ylamide; 

2-(lH-indazol-3-yl)-l H-benzoiniidazoIe-5-carboxylic acid 4-ch!oro-2-methyl-benzylamide; 

2-{lH-indazo!-3-yl)-lH-benzoiinida2ole-5^arboxylicacid {2,6-difluoro-4-chloro-benzyl)amide; 

2-(l H-indazol-3-yl)-lH-benzoimida2ole-5-carboxylic acid (2,4-dichloro-6-fluoro-benzyl)amide; 

2.(lH-indazol-3-yl)-lH-ben2oimida2ole-5-carboxylic acid (3-fluoro-4-chIoro-benzyl)amide; 
35 2-(lH-indazoI-3-yl)-lH-benzoimidazoie-5-carboxylicacid(2-fluoro-4H:hloro-6-niethyI-benzyl> 

or 
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2-(lH-indazol-3-yl)-lH-ben2oiraidazole-5-carboxylic acid (e-methoxy-pyridin-S-ylmethyO-amide; 
or an N-oxide, prodrug, acid bioisostere, pharmaceutically acceptable salt or solvate of such 
compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 

5 1 60. A compound according to claim 3 which is 

2-(lH-hidazol-3-yl)-lH-benzoimidazole-5-carboxyiic acid (2-pipcridin-l-yl-ethyI)-amide; 
2-(lH-Inda2ol-3-yl)-lH-ben2oimida2ole-5-carboxylic acid (pyridin-2-ylmethyl)-amide; 
2-( 1 H-Indazol-3-yl)-lH-benzoimidazole-5-carboxylic acid [3-(4-methyI-piperazin-l-yl)-propyl]-amide; 
N-[2-( I H-Indazol-3-yl)-l H-benzoimidazol-5-y!]-isobutyramide; or 
10 N-[3-(5,6-DimethyMH-benzoimidazol-2-yl)-IH-pyrazol-4-yl]-2-piperidin-l-yI-acetamide; 
or an N-oxide, prodrug, acid bioisostere, pharmaceutically acceptable salt or solvate of such 
compound; or an N-oxide, prodrug, or acid bioisostere of such salt or solvate. 

161. A compound ofthe of formula (I) 

35 




wherein 

X represents C-R^ and W, Y and Z, which may be identical or different, represent CH or CR^; 

20 R' represents aryl or heteroaryl chosen from pyrazolyl, triazolyl, imidazolyl, indolyl, indazolyl, thieno- 
pyrazolyl, tetrahydroindazolyl, tetrahydrocyclopentapyrazolyl, dihydrofuropyrazolyl, 
oxodihydropyridazinyl, tetrahydropyrrolopyrazolyl, oxotetrahydropyrrolopyrazolyl, 
tetrahydropyranopyrazolyl, tetrahydropyridinopyrazolyl, and oxodihydropyridinopyrazolyl radicals, all 
these radicals being optionally substituted with one or more radicals X', X^ or X^ chosen from H, 

25 halogen, haloaikyi, OH, R\ NO2, CN, S(0)nR', OR', NY' COR', -C(=0)NY*Y^ -C(=0)0R', 
-C(=0)OH, -N(R*)C(=0)R\ .N(R')S02R', -N(R')C(=0)NY' Y^ -N(R')C(=0)0R', .S(0)nOR', 
'S(0)J^*Y^ -OC(=0)NY' Y^ -OS(0)„R\ -0C(=0)R' and optionally substituted thienyl; 
R^ and R^ are such that: 

either R^ and R^, which may be identical or different, represent H, R', halogen, haloalkyl, OH, NO2, 
30 CN, OR', COR', S(0)„R', -C(=0)NY' Y^ -C(=0)OR', -C(=0)OH, -NY' Y^ -N(R')C(=0)R', 

.N(R^S02R', -N(R')C(=0)NY' Y^ -N(R^)C(=0)0R', -S(0)„0R', -S(0)„NY' Y', -0C(=0)NY' Y' or 
.OC(=0)R', 
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or represents H, R^ halogen, haloalkyi, OH, NO2, CN, 0R^ C0R\ S(0)nR^ -C(-0)NY* 
-C(=0)OR^ -C(«0)OH, -NY* Y^ .N(R^C(=0)R\ .N(R*)S02R', -N(R'^)C(=0)NY' Y^ 
-N(R^)C(=0)OR^ -S(0)„OR^ -S(0)nNY' Y*, -OC(=0)NY' Y^ or -OC(=0)R^ 
and R^ represents alkyl, haloalkyi, halogen or 0R^ 

5 

or R" and R^ together form a 5- to 6-menibered carbon-based ring containing one or more hetero atoms, 
which may be identical or different, chosen from O, N and S; 

R^ represents alkyi, alkenyl, alkynyl, cycioalkyl, aryl, heteroaryl, cycloalkylalkyl, heterocycloalkyl, 
10 heteroarylalkyl or arylalkyl, all these radicals being optionally substituted with one or more radicals 
chosen from optionally substituted aryl, halogen, alkyl, hydroxyalkyl, OH, 0R^ C{=0)NY V, NYV, 
alk-NY^Y^nd C(=0)OR^ 

R^ represents alkyl, alkenyl, cycioalkyl, heterocycloalkyl, aryl, heteroaryl, arylalkyl, cycloalkylalkyl, 
heteroarylalkyl or heterocycloalkylalkyl; 

15 

Y' and Y^ are such that: either Y* and Y^, which may be identical or different, represent H or 
optionally substituted alkyl, alkenyl, cycioalkyl, heterocycloalkyl, heterocycloalkylalkyl, aryl, 
arylalkyl, heteroaryl and heteroarylalkyl, 

or Y' and Y^ form, together with the nitrogen atom to which they are attached, a cyclic amino radical; 

20 

Y^ and Y* are such that: either Y^ iind Y*, which may be identical or different, represent hydrogen, 
alkenyl, alkyl, aryl, arylalkyl, cycioalkyl, heteroaryl or heteroarylalkyl or Y"* and Y^ form, together with 
the nitrogen atom to which they are attached, an optionally substituted cyclic amino radical; 

25 A5 represents H or alkyl; 

R* is chosen from the values of R*; 
where 

all the alkyl, or alk, which represents alkyl, alkenyl, cycioalkyl, heterocycloalkyl, aryl, arylalkyl, 
30 heteroaryl and heteroarylalkyl radicals present in the above radicals furthermore being optionally 
substituted with one or more radicals chosen from halogen atoms and hydroxyl, cyano, alkyl, alkoxy, 
acylamino (NH-COalk), -C(=0)OR^ acyl -C(=0)R^ hydroxyalkyl, carboxyalkyl, S(0)n-alk, 
S(0)„"NH2, S(0)„-NH(alk). S(0)„-N(alk)2, CF3, OGF3, NQ2, arylalkoxy. aiyl, heteroaryl, aryloxy, 
aryloxyalkyi, -C(=0)-NY V and NYV radicals, 
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the latter radicals containing alkyl, aryl and heteroaryl being themselves optionally substituted with one 
or more radicals chosen from halogen atoms and alkyl radicals, free, salifled or esterified carboxyl 
radicals and acylamino radicals NH-C(0)R^, 

the phenyl radicals furthermore being optionally substituted with a dioxole radical; 
n represents an integer from 0 to 2, 



provided that when R' represents an indazolyl radical 
10 to give the compounds of formula (F) below: 




(F) 



15 



with X representing H, or as defined above, then W of formula (F) necessarily represents H or 
unsubstituted alkyl; or the racemic, enantiomeric or diastereoisomeric isomer form of such compound, 
or the addition salt with a mineral or an organic acid or with a mineral base of such compound. 



1 62. A compound according to claim 1 60 of the formula (la) 



Ya 

II 

Xav. 



Wa N 



' Oa) 

wherein 

20 Xa represents C-R^a ; Wa, Ya and Za, which may be identical or different, represent CH or CR^a; 
Ria represents aryl or heteroaryl chosen from pyrazolyl, triazolyl and indazolyl radicals, all these 
radicals being optionally substituted with one or more radicals X*a, X^a or X^a chosen from H, 
halogen. OH, R*a, OR^ NY^aY^a, S(0)„R'a, -C(=0)NY'aY'a, -C(=0)OR'a, -N(R*a)C(=0)R'a, 
-N(R*a)S02R'a, -N(R*a)C(=0)NY'aY2a, -N(R*a)CX=0)OR% -0C(=O)NY'aY\ .OqO)R'a, 

25 -OS(0)„R^a and thienyl optionally substituted with an alkyl radical; 
R^a and R^a are such that: 
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either R^a and R^a, which may be identical or different, represent H, R^a, halogen, OH, OR^a, 
C(=0)NY'aY^a, -C(=0)OR^a or .C(=0)OH, and R^a represents alkyl, halogen or OR^a, 
or R^a represents H, R'^a, halogen, OH, 0K\ C(=0)NY*aY-a, -C(=0)OR'*a or -C(=0)OH, and R^a 
represents^ alkyl, halogen or OR^a, 
5 or R*a and R^a together form an -O-CH2-O- or -O-CH2-CH2-O- ring, 

R*a represents alkyl, alkenyl, cycloalkyl, aryl, heteroaryl, cycloalkylalkyl, heterocycloalkyl, 
heteroarylalkyl or arylalkyl, all these radicals being optionally substituted with one or more radicals 
chosen from optionally substituted aryl, halogen, alkyl, hydroxyalkyl, OH, OR^a, C(=0)N Y^a Y^a, 
NYWa, alk-NY^aY^a and C(=0)OR^a, 

10 R^a represents alkyl, alkenyl, cycloalkyl, heterocycloalkyl, aryl, heteroaryl, arylalkyl, cycloalkylalkyl, 
heteroarylalkyl or heterocycloalkylalkyl, all these radicals being optionally substituted; 
Y'a and Y^a are such that: either Y'a and Y^a, which may be identical or difiTerent, represent H, alkyl, 
alkoxyalk}'!, aryloxyalkyi, arylalkyl, heteroatylalkyl, heterocycloalkylallQfl, cycloalkyl, aryl or 
heteroaryl, all these radicals being optionally substituted, or Y'a and Y^a form, together with the 

15 nitrogen atom to which they are attached, an optionally substituted cyclic amino radical; 

Y^a and Y^a are such that: either Y-^a and Y% which may be identical or different, represent hydrogen, 
alkyl, aryl, arylalkyl, cycloalkyl, heteroaryl or heteroaiylallQrl, 

20 or Y^a and Y^a form, together with the nitrogen atom to which they are attached, a cyclic amino 
radical; 

A3 represents H or alkyl; 

25 all the alkyl, alkenyl, cycloalkyl, heterocycloalkyl, aryl, arylalkyl, heteroaryl and heteroarylalkyl 
radicals present in the above radicals furthermore being optionally substituted with one or more 
radicals chosen from halogen atoms and hydroxyl, cyano, alkyl, alkoxy, acylamino (NH-C(0)R*a), 
.C(=0)0R% acyl -C(=0)R^a, hydroxyalkyl, carboxyalkyl, S(0)„-alk, S(0VNH2, S(0)o-NH(alk), 
S(0)„-N(alk)2, CF3, OCF3, NO2, arylalkoxy, aryl, heteroaryl, aiyloxy, aryloxyalkyi, -C(-0)-NY^aY^a 

30 and NY^aY^a radicals, 

the latter radicals containing alkyl, aryl and heteroaryl themselves being optionally substituted with one 
or more radicals chosen from halogen atoms and alkyl radicals^ alkoxy radicals, free, salified or 
esterified carboxyl radicals and acylamino radicals NH<:(0)R^a, 

35 

the phenyl radicals furthermore being optionally substituted with a dioxole radical; 
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R*a is chosen from the values of R^a, 

n represents an integer from 0 to 2; or 
5 or the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
with a mineral or an organic acid or with a mineral base of such compound. 

163. A compound of formula (I) 




wherein 

X represents C-R' ; and W, Y and Z, which may be identical or dift'erent, represent CH or CR"*; 

R' represents aryl or heteroaryl chosen from pyrazolyl, triazolyl, imidazolyl, indolyl, indazoiyl, thieno- 

.15 pyrazolyl, tetrahydroindazolyl, tetrahydrocyclopentapyrazolyl, dihydrofiiropyrazolyl, 

oxodihydropyridazinyl, tetrahydropyrrolopyrazolyl, oxotetrahydropyrrolopyrazolyl, tetrahydropyrano- 
pyrazolyl, tetrahydropyridinopyrazolyl, and oxodihydro-pyridinopyrazolyl radicals, all these radicals 
optionally being substituted with one or more radicals X', X^ or X^ chosen from H, halogen, haloalkyl, 
OH, R', NO2, CN, S(0)„R', OR*, NY"Y^ C0R\ -C(=0)Ny' Y\ -C(=0)OR^ -C(=0)OH, - 

20 N(R*)C(=0)R', .N(R^S02R^ -N(R*)C(-0)^^Y'Y^ -N(R*)C(=0)0R', -S(0)„OR^ -S(0)„NY* - 
OC(=0)NY'Y^ -OS(0)„R^ -0C(=O)R* and optionally substituted thienyl, 
R^ and R' are such that: 

either R' and R^, which may be identical or different, represent H, R^ halogen, haloalkyl, OH, NO^, 
CN, OR', COR', S(0) -C(-0)NY' Y^ -C(-0)OR', -C(=0)OH, -NY'Y^ .N(R'*)C(=0)R^ 
25 -N(R6)S02R4, -N(R6)C(=0)NY1 Y2, -N(R6)C(=O)0R4, .S<0)n0R4, .S(0)riNYl Y2, -OC(=0)NY'y' 
or-OC(=0)R' 

or r2 represents H, R\ halogen, haloalkyl, OH, NO2, CN, OR', COR', S(0)„R', -C(=0)NY' Y^ 
-C(=0)OR', -C(=0)0H, -NY' Y\ -N(R^C(=0)R', -N(R^)S02R', -N(R6)C(=0)NY'Y^ 
-N(R^C(=0)0R', -S{0)n0R', •S(0)„NY' Y^ -0C(-0)NY* Y^ or .0C(=0)R' 
30 and R*' represents alkyl, haloalkyl, halogen and OR^ 

or R^ and R^ together form a 5- to 6-membered carbon-based ring containing one or more hetero atoms, 
which may be identical or different, chosen from O, N and S; 
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R** represents alkyi, alkenyl, cycloalkyl, aryl, heteroaiyl, cycloalkylalkyi, heterocycloalkyl, 
hetero-arylalkyl or arylalkyl, all these radicals being optionally substituted with one or more radicals 
chosen from aryl, OH, 0R^ C(=0)NY^Y4, NY^Y^ and C(=0)OR^ 

represents alkyl, alkenyl, cycloalkyl, heterocycloalkyl, aryl, heteroaryl, arylalkyl, cycloalkylalkyi, 
5 heteroarylalkyl and heterocycloalkylalkyl; 
R^' represents H and C 1 -C4 alkyl,; 
n represents an integer from 0 to 2 

Y' and Y" are such that: either Y* and Y^, which may be identical or different, represent H, alkyl, 

alkenyl, cycloalkyl, aryl, arylalkyl, heteroaryl or heteroarylalkyl, all these radicals being optionally 
10 substituted with one or more radicals chosen from hydroxyl, -C(=0)-NYV, -C(=0)0R^ and NYV, 

or Y' and Y~ form, together with the nitrogen atom to which they are attached, a cyclic amino radical; 

Y^ and Y^ are such that: either Y*^ and Y^, which may be identical or different, represent hydrogen, 

alkenyl, alkyl, aryl, arylalkyl, cycloalkyl, heteroaryl or heteroarylalkyl or Y' and V* form, together with 

the nitrogen atom to which they are attached, a cyclic amino radical; 
15 A3 represents H or alkyl; 

provided that when R' represents an indazolyl radical 

to give the compound of formula (F) below: 



W 




20 

with X representing H, R^ or as defined above, then W of formula F necessarily represents H or 
unsubstituted alkyl; or 

the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
with a mineral or an organic acid or with a mineral base of such compound. 

25 



164. 



A compound according to claim 161 of the formula (la) 
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wherein 

Xa represents C-R^a ; and Wa, Ya and Za, which may be identical or difTerent, represent CH or CR^a; 
5 R^a represents aryl or heteroaryl chosen irom pyrazolyl, triazolyl and indazolyl radicals, all these 
radicals being optionally substituted with one or more radicals X'a, X^a or X'a chosen from H, 
halogen, OH, K\ 0R\ NY'aY^a, S(0)„RV -C(=0)NY' aV^a, ^-0)0RV -N(R*a)C(=0)R^a, 
-N(R^a)S02R*a, -N(R*^a)C(=0)NY'aY^a, -N(R*a)C(=0)OR*a, -OC(=0)NY'aY^a and -0C(=O)R'a, 
-OS(0)nR^a and thienyl optionally substituted with an alkyi radical, 

10 R^a and R^a are such that: 

either R"a and R^a, which may be identical or different, represent H, R'^a, halogen, OH, ORV 
C{=0)NY'aY^a, -C(=0)OR^a, or -C(=0)OH, and R^a represents alkyl, halogen or OR^a, 
or R-a represents H, R'^a, halogen, OH, OR\ C(=0)NYlaY^i, -C(K))0R^a, or-C(=0)OH, and R^a 
represents alkyl, halogen or 0R^ 

15 or R-a and R^a together form an -O-CH2-O or -O-CH2-CH2-O- ring; 

R^'a represents alkyl, cycloalkyl, aryl, heteroaryl, heterocycioalkyl, heteroarylalkyi or arylalkyl, all 
these radicals being optionally substituted with one or more radicals chosen from aryl, OH, OR^a, 
C(=0)NY^aY^a. NY^aY^a and C(=0)OR^a; 

R5a represents alkyl, alkenyl, cycloalkyl, heterocycioalkyl, aryl, heteroaryl, arylalkyl, cycloalkylalkyl, 
20 heteroarylalkyi or heterocycloalkylalkyl; 
R^a represents H and CI -C4 alkyl; 
n represents an integer from 0 to 2; 

Y'a and Y'a are such that: either Y'a and Y^a, which may be identical or different, represent H, alkyl, 
cycloalkyl, aryl or heteroaryl, all these radicals being optionally substituted with one or more radicals 
25 chosen from hydfoxyl. -C(=0)-NYV, <:(=0)0R* and NYV, or Y*a and Y^a form, together with the 
nitrogen atom to which they are attached, a cyclic amino radical; 

Y^a and Y^a are such that: either Y^a and Y^a, which may be identical or different, represent hydrogen, 
alkyl, aryl, arylalkyl, cycloalkyl, heteroaryl or heteroarylalkyi, or Y^a and Y^a form, together with the 
nitrogen atom to which they are attached, a cyclic amino radical, 
30 A5 represents H or alkyl; or 

the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
with a mineral or an organic acid or with a mineral base of such compound. 
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] 65. A compound according to claim 161 of the formula lA 




wherein 

A represents a saturated heterocyclic radical which is either a 5- or 6-membered 
monocyclic radical or a bicyclic radical that is not more than lO-membered, these 

10 metnbers being such that at least two of them represent a nitrogen atom and the others, 

which may be identical or different, represent a carbon member or a hetero atom 
member chosen from O, N and S, this heterocycle A being optionally substituted with 
one or more radicals XA', XA^ or XA'^ chosen from H, halogen, haloalkyl, OH, R\ NOi, 
CN, S(0)„R', OR', NY'y', cor', -C(=0)NY'Y% -C(=0)0R', -C(=0)0H, -N(R^C(K>)R', - 

15 N(R^)S02R', -N(R^C(=0)NY' Y^ -N(R^C(=0)0R', -S(0)nOR', -S(0)J^'Y^ 

-0C{=0)NY' Y^ -0S(0)„R', -0C(=^0)R' and optionally substituted thienyl; 

Ai, A2, A3 and A4, which may be identical or different, are chosen from a hydrogen atom, halogen 
atoms and hydroxyl, alkyl, alkenyl, alkoxy, nitro, cyano, aryl, heteroaryl and aryloxy radicals, a 
20 carboxyl radical which is free, salified, estenfied with an alkyl radical or amidated with a radical, 
NA^A^ such that either A^ and A^, which may be identical or different, are chosen from a hydrogen 
atom and optionally substituted alkyl, alkoxyalkyl, phenoxyalkyi, aiyl, arylall^rl, cycloalky], 
cycloalkylalkyl, heterocycloalkylalkyl and heteroatylalkyl radicals, or A^ and A^ form, together with 
the nitrogen atom to which they are attached, an optionally substituted 5- or 6-membered cyclic radical, 
25 it being understood that two consecutive radicals among A|, A2, A3 and A4 can form, with the 

benzimidazole radical to which they are attached, a 5- to 6-membered carbon-based ring 
containing one or more hetero atoms, which may be identical or different, chosen from O, N 
andS; 

A5 represents a hydrogen atom or an alkyl radical; 
30 R*b represents hydrogen, alkyl, alkenyl, cycloalkyl, phenyl, phenylalkyl and cycloalkylalkyl. 
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all the alkyl, alkenyl, aryl, heteroaryl, aryloxy, cycloalkyl and heterocycloalkyl radicals present in the 
above radicals being optionally substituted with one or more radicals chosen from halogen atoms and 
hydroxyl, cyano, alkyl, alkoxy, amino, alkylamino, dialkylamino, phenylamino, phenylalkylamino, 
5 acylamino (NH-COR^), -C(=0)OR^b, acyl -C{=0)R^b, hydroxyalkyl, carboxyalkyi, phenoxyalkyl, 
S(0)n-alk, S(0)„-NH2. S(0)n-NH(alk), S(0)n-N(alk)2, CF3, OCF3, NO2, CN, phenyl, itself optionally 
substituted with one or more halogen atoms, thienyl, phenoxy, phenylalkoxy, -C(=0)-NH2, 
-C(=0)-NH(alk) and C(=0)-N(alk)2 radicals, 

all the above alkyl, alkenyl, alkoxy and alkylthio radicals being linear or branched and containing not 
10 more than 4 carbon atoms, 

all the phenyl radicals of the above radicals furthermore being optionally substituted with a dioxole 
radical; 

n represents an integer from 0 to 2; or 
1 5 the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
with a mineral or an organic acid or with a mineral base of such compound. 

1 66. A compound according to claim 1 6 1 of the formula (lAa): 



A^a 



20 




in which Aa represents a pyrazolyl, triazolyl or indazolyl radical, this heterocycle Aa being optionally 
substituted with one or more radicals XA*, XA^ or XA^ chosen from H, halogen, haloalkyl, OH, R\ 
NO2, CN, S(0)„R', OR\ NY* Y^ COR', -C(=0)NY'Y^ -C(=0)OR\ -C(=0)0H, -N(R^)CeO)R\ - 
25 N(R')S02R', -N(R')C(=0)NY' Y^ -N(R')C(=0)0R', .S(0)nOR^ -S(0)„NY' Y", .OC(=0)NY*Y^ 
-0S(0)^R^ -0C(==0)R'* and optionally substituted thienyl; 



30 



A|a, A2a, Asa and A^a, which may be identical or different, are chosen from a hydrogen atom, 
halogen atoms, hydroxyl, alkyl, alkoxy, nitro, cyano, phenyl and phenoxy radicals, and a 
carboxyl radical which is free, salified, esterified with an alkyl radical or amidated with a 



wo 03/035065 



PCT/GB02/04763 



680 



radical NA^aA'a such that either A^a and A'a, which may be identical or different, are chosen 
from a hydrogen atom and alkyl, phenyl, phenylallcyl, cycloalkylalkyl, cycloalkyl, furylalkyl, 
thienylalkyl and pyridylalkyl radicals, or A6a and A7a form, together with the nitrogen atom to 
which they are attached, a pyrrolidinyl, pyrazolidinyl, pyrazolinyl, piperidyl, morpholino or 
piperazinyl radical optionally substituted on the second nitrogen atom with an alkyl or phenyl 
radical, which are themselves optionally substituted, 

it being understood that two consecutive radicals from among Aia, Asa and A4a may form, 
with the benzimidazole radical to which they are attached, an optionally substimted 5- to 6- 
membered carbon-based ring containing one or two oxygen atoms, 

Asa represents a hydrogen atom or ati alkyl radical, 

the phenyl and phenoxy radicals above being optionally substituted with one or more radicals 
chosen from halogen atoms and hydroxyl, cyano, trifluoromethyl, trifluoromethoxy, alkyl, 
alkoxy, amino, alkylamino, dialkylamino, phenylamino, phenylalkylamino, free, salified or 
esterified carboxyl, and dioxole radicals; 

all the all^l, alkoxy and alkylthio radicals above being linear or branched and containing not 

more than 6 carbon atoms; or 
the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
with a mineral or an organic acid or with a mineral base of such compound. 

1 67. A compound according to claim 1 6 1 of the formula lA 





\ 

As 



(lA) 



wherein 
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A represents a saturated heterocyclic radical which is either a 5- or 6-membcred monocyclic radical or 
a bicyclic radical that is not more than lO-membered, these members being such that at least two of 
them represent a nitrogen atom and the others, which may be identical or different, represent a carbon 
member or a hetero atom member chosen from O, N and S, this heterocycle A optionally being 
5 substituted with one or more radicals XA\ XA^ or XA' chosen from halogen atoms, alkyi, alkoxy or 
alkylthio radicals or thienyl radicals optionally substituted with an alkyl radical; 

A|, A2, A3 and A4, which may be identical or different, are chosen from a hydrogen atom, halogen 
atoms and hydroxyl, alkyl, alkoxy, nitro, cyano, phenyl and phenoxy radicals, a carboxyl radical which 

10 is free, salified, esterified with an alkyl radical or amidated with a radical NA^A' such that either A^ 
and A^, which may be identical or different, are chosen from a hydrogen atom and alkyl, phenyl, 
phenylalkyi, cycloalkylalkyi, cycloalkyi and heteroarylalkyl radicals, or A* and A^ form, together with 
the nitrogen atom to which they are attached, a 5- or 6-membered cyclic radical, 
it being understood that two consecutive radicals among Ai, A3, A3 and A4 can fonn, with the 

1 5 benzimidazole radical to which they are attached, a 5- to 6-membered carbon-based ring containing one 
or more hetero atoms, which may be identical or different, chosen from O, N and S; 
As represents a hydrogen atom or an alkyl radical; 

alt the phenyl, phenoxy, cycloalkyi and heteroarylalkyl radicals above being optionally substituted with 
one or more radicals chosen from halogen atoms and hydroxyl, cyano, trifluoromethyl, 
20 trifluoromethoxy, alkyl, alkoxy, amino, alkylamino, dialkylamino, phenylamino, phenylalkylamino, 
free, salified or esterified carboxyl, and dioxole radicals; 

all the alkyl, alkoxy and alkylthio radicals above being linear or branched and containing not more than 
6 carbon atoms; or 

the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
25 with a mineral or an organic acid or with a mineral base of such compound. 

168. A compound according to claim 161 of formula lAb 




30 
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wherein 

Ab represents a pyrazolyl or indazolyl radical optionally substituted with one or two radicals chosen 
from halogen atoms and OH, alkyl, alkynyl, -OR% including alkoxy, -COR%, -OS(0)i,R^b, 
-0(CH2VC0-R^b, phenyl, phenylalkyi, CF3, OCF3, NO2, CN, NY'bY^b, -NH-C(=0)NY'bY-b, 
5 acylamino (NH-CO-R%), S(0)n-alk, S(0)n-N Y'bY^b, -C(=0)-NY*bY-b, -C(=0)OR^, -NH-C(=0)R%, 
-NH-S(0)nR^b, -NH-C(=0)OR%, -N(R^)C(=0)NY'bY^b, -0C(=O)NY'bY^b and thienyl radicals, all 
these radicals being optionally substituted, 

with NY'bY'b such that either Y'b and Y"b, which may be identical or different, are chosen from 
10 hydrogen and optionally substituted alkyl, cycloalkyl, cycloalkylalkyi, phenyl, naphthyl, phenoxy, 
phenylalkyi, phenylalkylthio and naphthylalkyl or Y'b and Y^b form, together with the nitrogen atom 
to which they are attached, a piperidyl, hexahydrofiiran, morpholinyl or morpholinylalkyi radical; 

A|b, A2b, Aab and A4b, which may be identical or different, are chosen from a hydrogen atom, 
15 halogen atoms, hydroxyl, alkyl, alkenyl, -OR^ including alkoxy, -CO-R%, -0-COR^, 

-OS(0)BR*b, -0(CH2)„-C0-R%, nitro, cyano, furyl, thienyl, benzothienyl, naphthyl, 
thianthrenyl, phenyl and phenoxy radicals and a carboxyl radical which is free, salified, 
esterified with an alkyl radical or amidated with a radical NA% A^b such that either A^ and 
aV which may be identical or different, are chosen from hydrogen and alkyl, alkoxyalkyi, 
20 phenoxyalkyl, phenyl, phenylalkyi, cycloalkylalkyi, cycloalkyl, furylalkyl, naphthylalkyl, 

thienylalkyl, piperidylalkyl, pyridylalkyl, benzothienylalkyi, pyrazolylalkyi, 
dihydrobenzoftiranylalkyi, hexahydropyranylalkyl, ethylenedioxyphenylalkyi and benz- 
imidazolylalkyl radicals, all these radicals being optionally substituted, or A^'b and A'b form, 
together with the nitrogen atom to which they are attached, a pyrrolidinyl, morpholino or 
25 piperazinyl radical, the piperazinyl radical being optionally substituted on the second nitrogen 

atom with an alkyl radical itself optionally substituted, 

it being understood that two consecutive radicals among Aib, Ahh, Ajb and A4b can form, with 
the benzimidazole radical to which they are attached, an optionally substituted 
30 4,5-ethylenedioxybenzimid-azole radical or an optionally substituted 

• 4,5-methylenedioxybenzimidazoie radical; 
Asb represents a hydrogen atom; 

all the above radicals containing alkyl, alkenyl, phenyl, phenoxy, iiiryl, thienyl, piperidyl, pyridyl, 
35 pyrazolyl and benzimidazolyl being optionally substituted with one or more radicals chosen from 
halogen atoms and hydroxy!, cyano, alkyl, alkoxy, amino, allQ^lamino, dialkylamino, phenylamino. 
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phenylalkylamino, acylamino (NH-COR^T)), -C(=0)OR*^b, acyl -C(=0)R%, hydroxyalkyl, 
carboxyalkyl, phenoxyalkyl. S(0)„-alk, S(0)„-NH2, S(0)„-NH(aIk), S(0)„-N(alk)2, CFj, OCF3, NO2, 
CN, phenyl, itself optionally substituted with one or more haiogen atoms, thienyl, phenoxy, 
phenylalkoxy. -C(=0)-NH2, .C(=0)-NH(aIk) and C{=0)-N(alk)2 radicals, 

5 

with n representing an integer from 0 to 2, 

and R% representing hydrogen, alkyi, alkenyl, cycloalkyl, phenyl, pyridyl, thienyl, naphthyl, isoxazole, 
adamantyl, quinoline, quinolone, dihydroquinolone, -NH-phenyl, phenylalkyl or cycloalkylalkyi, all 
1 0 these radicals being optionally substituted with a morpholino, piperidyl or phenyl radical itself 

optionally substituted with one or more radicals chosen from halogen atoms and the cyano, CF3, OCF3, 
alkyl, pheny|.S(0)n-alk-phenyl, alkoxy, NH3, NHalk, N(alk)2, SO2NH2, SOaNalk or S02N(alk)2 radical, 

all the alkyl, alkenyl, alkoxy and allQrIthio radicals above being linear or branched and 
15 containing not more than 10 carbon atoms, 

all the phenyl radicals of the above radicals furthermore being optionally substituted with a 
dioxole radical; or 

the racemic, enantiomeric or dtastereoisomeric isomer form of such compound, or the addition salt 
with a mineral or an organic acid or with a mineral base of such compound. 

20 

1 69. A compound accord ing to claim 1 6 1 of the formula 1 Ab 




wherein 

25 Ab represents a pyrazolyl or indazolyl radical optionally substituted with one or two radicals chosen 
from halogen atoms and OH, alkyl, alkynyl, alkoxy, phenyl, phenylalkyl, CF3, OCF3, NO2, CN, 
NY'bY^b, -NH-C(=0)NY'bY^b, acylamino (NH-CO-R^), S(0),ralk, S(0)„-NY'bY2b, -C(=0). 
NY'bY^b, -C(=0)OR'^b, -NH-C(=0)R^, -NH-S(0)„R*b, -NH-C(=0)OR^, -.N(R^)C(=0)NY'bY2b, 
-OC(=0)NY'bY^b and thienyl radicals which are optionally substituted, 
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with NY'bY^b such that either Y*b and Y'b, which may be identical or diflerent, are chosen from 
hydrogen and optionally substituted all^l, cycloalkyl, cycloalkylalkyi, phenyl, naphthyl, phenoxy, 
phenylalkyl, phenylalkylthio and naphthylalkyl or Y'b and Y'b form, together with the nitrogen atom 
to which they are attached, a piperidyl, hexahydrofuran, morpholinyl or morpholinylalkyl radical; 
5 Alb, A2b, Aab and Atb, which may be identical or diflerent, are chosen from a hydrogen atom, 

halogen atoms, hydroxyl, alkyi, alkenyl, alkoxy, nitro, cyano, fliryl, thienyl, benzothienyl, 
naphthyl, thianthrenyl, phenyl and phenoxy radicals and a carboxyl radical which is free, 
salified, esterified with an alky! radical or amidated with a radical NA^A^b such that either 
A% and A^b, which may be identical or different, are chosen from hydrogen and alkyl, 
10 alkoxyalkyl, phenoxyalkyi, phenyl, phenylalkyl, cycloalkylalkyi, cycloalkyl, furylalkyi, 

naphthylalkyl, thienylalkyl, piperidylalkyl, pyridylalkyl, benzothienylalkyl, pyrazolylalkyl, 
dihydrobenzofuranylalky], hexahydropyranylalkyi, ethylenedioxyphenylalkyi and 
benzimidazolylalkyl radicals, ail these radicals being optionally substituted, or A^ and A^b 
form, together with the nitrogen atom to which they are attached, a pyrrblidinyl, morpholino or 
15 piperazinyl radical, the piperazinyl radical being optionally substituted on the second nitrogen 

atom with an alkyl radical itself optionally substituted, 

it being understood that two consecutive radicals among Aib, A2b, Ajb and A4b can form, with 

the benzimidazole radical to which they are attached, an optionally substituted 
20 4,5-ethylenedioxybenzimidazole radical or an optionally substituted 

4,5-methylenedioxybenzimidazole radical; 

Asb represents a hydrogen atom; 
all the above radicals containing alkyl, alkenyl, phenyl, phenoxy, furyl, thienyl, piperidyl, pyridyl, 
pyrazolyl and benzimidazolyl being optionally substituted with one or more radicals chosen from 
25 halogen atoms and hydroxyl, cyano, alkyl, alkoxy, amino, alkylamino, dialkylamino, phenylamino, 
phcnylalkylamino, acylamino (NH-COR^), -C(=O)0R^b, acyl -C(=0)R^b, hydroxyalkyl, 
carboxyalkyl, phenoxyalkyi, S(0)n-alk, S(0).rNH2, S(0)„.NH(alk), S(0)n-N(alk)2, CF,, OCF,, NO., 
CN, phenyl, itself optionally substituted with one or more halogen atoms, thienyl, phenoxy, 
phenylalkojQT, .C(=0>NH2, -C(=0).NH(alk) or C(=0)-N(alk)2 radicals; 
30 with n representing an integer from 0 to 2, 

and R% representing hydrogen, alkyl, alkenyl, cycloalkyl, phenyl, phenylalkyl or cycloalkylalkyi, 

all the alkyl, alkenyl, alkoxy and alkylthio radicals above being linear or branched and 

containing not more than 10 carbon atoms. 



35 



all the phenyl radicals of the above radicals furthermore being optionally substituted with a 
dioxole radical; or 
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the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
with a mineral or an organic acid or with a mineral base of such compound. 

1 70. A compound accord ing to claim 1 6 1 of the formula lAb 



Ab represents a pyrazolyl radical substituted with one or two radicals such that one is chosen from 
hydrogen, halogen atoms and alkyl, alkynyl, -COR^b, phenyl, phenylalkyl, CF3, NO2, CN, NY'bY'b, 
10 -NH-C(=0)NY'bY2b, NH<:0-R\ S(0)„-alk, S(0)„-hfY'bY-b, -C(=0)-NY'bY\ -C(=0)OR*T>. -NH- 
C(=0)R%, -NH.S(0)„R*^, -NH-C(=0)OR^. -N(R%)C(=0)NY^bY^b and thienyl radicals, all these 
radicals being optionally substituted, 

and the other is chosen from OH, -OR*b. -O-COR^, -OS(Oyi*b, -O(CH2)n-C0-R^ and 
15 -OC(=0)NY'bY^b radicals, all these radicals being optionally substituted, 

with NY^bY^b such that Y'b and Y^b, which may be identical or different, are chosen from hydrogen 
and optionally substituted alkyl, cycloalkyl, cycloalkylalkyl, phenyl, naphthyl, phenoxy, phenylalkyl, 
phenylalkylthio and naphthylalkyl or Y'b and Y*b form, together with the nitrogen atom to which they 
20 are attached, a piperidyl, hexahydrofiiran, morpholinyl or morpholinylalkyl radical; 




5 



(lAb) 



wherein 



30 



25 



Atb, A2b, Ajb and A4b, which may be identical or different, are such that two of them represent 
hydrogen and the other two, which may be identical or different, are chosen from a hydrogen 
atom, halogen atoms, hydroxyl, alkyl, alkenyl, -OR% (including alkoxy), -CO-RS, -0-CORS, 
-OS(0)„R^b, -0(CH2)n-C0-R^b, nitro, cyano, fliryl, thienyl, benzothienyl, naphthyl. 
thianthrenyl, phenyl and phenoxy radicals and a carboxyl radical which is free, salified, 
esterified with an alkyl radical or amidated with a radical NA^A^b such that either A*^ and 
A^b, which may be identical or different, are chosen from hydrogen and alkyl, alkoxyalkyl, 
phenoxyalkyl, phenyl, phenylalkyl, cycloalkylalkyl, cycloalkyl, fiirylalkyl, naphthylalkyl, 
thienylalkyl, piperidylalkyl, pyridylalkyi, benzothienylalkyl, pyrazolylalkyi, 
dihydrobenzofiiranylalkyl, hexahydropyranylalkyl, ethylenedioxyphenylalkyi and benz- 
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imidazolylaikyi radicals, all these radicals being optionally substituted, or and A^b form, 
together with the nitrogen atom to which they are attached, a pyrrolidinyl, morpholino or 
piperazinyl radical, the piperazinyl radical being optionally substituted on the second nitrogen 
atom with an aikyl radical itself optionally substituted; 
5 Asb represents a hydrogen atom, 

all the above radicals containing alkyl, alkenyl, phenyl, phenoxy, furyl, thienyl, piperidyl, pyridyl, 
pyrazolyl and benzimidazolyl being optionally substituted with one or more radicals chosen from 
halogen atoms and hydroxyl, cyano, alkyl, alkoxy, amino, alkylamino, dialkylamino, phenylamino, 
phcnylalkylamino, acylamino (NH^OR^b), -C(-0)OR%, acyl -C(=0)R%, hydroxyalkyi, 
10 carboxyalkyl, phenoxyalkyl, S(0)„-alk, S(0)„-NH2, S(0)„-NH(alk), S(0)n-N(alk)2. CF3, OCF3, NO2, 
CN, phenyl, itself optionally substituted with one or more halogen atoms, thienyl, phenoxy, 
phenylalkoxy, -C(=0)-NT-T2, -C(=0)-NH(alk) and C(=0)-N{alk)2 radicals; 
with n representing an integer from 0 to 2; 

and representing hydrogen, alkyl, alkenyl, cycloalkyl, phenyl, pyridyl, thienyl, naphthyl, isoxazole, 
15 adamantyl, quinoline, quinolone, dihydroquinolone, -NH-phenyl, phenylalkyi and cycloalkylalkyl. all 
these radicals being optionally substituted with a morpholino, piperidyl or phenyl radical itself 
optionally substituted with one or more radicals chosen from halogen atoms and the cyano, CF3, OCF3, 
alkyl, phenyl-S(0)n-alk-phenyl, alkoxy. NH2, NHalk, N(alk)2, SO2NH2, S02NaIk or S02N(aIk)2 radical, 
all the allqfl, alkenyl, alkoxy and alkylthio radicals above being linear or branched and 
20 containing not more than 10 carbon atoms, 

all the phenyl radicals of the above radicals ftjrthermore being optionally substituted with a 
dioxole radical; or 

the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
with a mineral or an organic acid or with a mineral base of such compound. 

25 

171. A compound according to claim 1 6 1 of the formula I Ab 




30 wherein 
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Ab represents a pyrazolyl or indazolyl radical optionally substituted with one or more radicals chosen 
from halogen atoms and alkyl, alkoxy and thienyl radicals; 

A|b, Ajbj Ajb and A4b, which may be identical or different, are chosen from a hydrogen atom; 
halogen atom; hydroxyl, alkyl, alkenyl optionally substituted with phenyl itself optionally 
5 substituted with one or more halogen atoms, alkoxy, nitro, cyano, furyl, thienyl optionally 

substituted with acyl COalk, benzothienyl, naphthyl, thianthrenyl, phenyl and phenoxy which 
are optionally substituted; and a carboxyl radical which is free, salified, esterified with an alkyl 
radical or amidated with a radical NA^bA^b such that either A*b and A^b, which may be 
identical or different, are chosen from hydrogen, alkyl, alkoxyalkyl containing not more than 6 

10 carbon atoms, phenoxyalkyl optionally substituted with acylamino NH-C(0)alk, phenyl, 

optionally substituted phenylalkyl, cycloalkylalkyl, cycloalkyi, ftirylalkyl optionally substituted 
with one or more alkyl radicals, naphthylalkyl, thienylalkyl optionally substituted with alkyl or 
thienyl, piperidylalkyl optionally substituted with a carboxyl radical which is free, salified or 
esterified with an alkyl radical, pyridylalkyl optionally substituted with one or more radicals 

15 chosen from halogen and CF3, benzothienylalkyi, pyrazolylalkyl optionally substituted with 

one or more alkyl radicals, dihydrobenzoftiranylalkyl, hcxahydropyranylalkyl, 
ethylenedioxyphenylalkyl, and benzimidazolylalkyi optionally substituted with one or more 
all^l radicals; 

or A^ and A^b form, together with the nitrogen atom to which they are attached, a 
20 pyrrolidinyl, morpholino or piperazinyl radical, the piperazinyl radical being optionally 

substituted on the second nitrogen atom with an alkyl radical, 

it being understood that two consecutive radicals among Aib, A2b, A^h and A4b can form, with 

the benzimidazole radical to which they are attached, an optionally substituted 

4,5-ethylenedioxybenzimidazole radical or an optionally substituted 
25 4,5-methylenedioxybenzimidazole radical; 

Aja represents a hydrogen atom; 
the phenyl, phenoxy and phenylalkyl radicals above being optionally substituted with one or more 
radicals chosen from halogen atoms, hydroxyl, cyano, alkyl, alkoxy, amino, alkylamino, dialkylamino, 
phenylamino, phenylalkylamino and NH-COalk radicals, a carboxyl radical which is free, salified or 
30 esterified with an alkyl radical, and hydroxyallg^l, carboxyalkyl, phenoxyalkyl, all^lthio, S02alk, 
SO2NH2, S02-NH(alk), S02-N(alk)2, CF3, OCF3. NO2, CN, phenyl, itself optionally substituted with 
one or more halogen atoms, thienyl, phenoxy, phenylalkoxy, -C(-0)-NH2, -C(=0)-NH(aIk), 
C(=0)-N(alk)2 and C(0)CH3 radicals; 

all the alkyl or alk, alkenyl, alkoxy and alkylthio radicals above being linear or branched and 
35 containing not more than 4 carbon atoms. 



wo 03/035065 



PCT/GB02/04763 



688 

all the phenyl radicals of the above radicals furthermore being optionally substituted with a dioxole 
radical; or 

the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
with a mineral or an organic acid or with a mineral base of such compound. 

5 

172. A compound according to any one of claims 168, 169, 170 or 171 wherein 

when one of Ajb, A2b, A3b and A^b represents a carboxyl radical amidatcd with a radical 
NA^bA^b, then either one of A^b and A'b represents a hydrogen atom or an alkyl radical and 
the other of A^ and A'b is chosen from the values defined for A^ and A^b, or A^ and A^b 
10 form, together with the nitrogen atom to which they are attached, a 5- or 6-membered cyclic 

radical; or 

the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
with a mineral or an organic acid or with a mineral base of such compound. 

15 173. A compound according to claim 161 wherein X,W,Y and Z are such that two or three of them 
represent CM and the others are chosen from CR* and CR' and, when two of them represent CH and 
CR^ and CR^ are adjacent to each other, can form a dioxole radical; or 

the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
with a mineral or an organic acid or with a mineral base of such compound. 

20 

174. A compound according to claim 165 or claim 1 67 wherein 

A|, Aa, A3 and A4 are such that two or three of them represent a hydrogen atom and, when two of them 
represent a hydrogen atom and the other two are on adjacent carbons, can form a dioxole radical; or 
the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
25 with a mineral or an organic acid or with a mineral base of such compound. 

175. A compound according to claim 1 6 1 of the formula (I Aa) 




30 
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wherein 

Aa represents a pyrazolyl, triazolyi or indazolyl radical, this heterocycle Aa being optionally 
substituted with one or more radicals XA', XA' or XA^ chosen from halogen atoms, alkyi, alkoxy, 
alkyithio radicals and thienyl radicals optionally substituted with an alkyl radical, 
5 A|a, A2a, A3a and A4a, which may be identical or different, are chosen from a hydrogen atom, halogen 
atoms, hydroxyl, alkyl, alkoxy, nitro, cyano, phenyl and phenoxy radicals, and a carboxyi radical which 
is free, salified, esterified with an alkyl radical or amidated with a radical NA^aA^a such that either A*a 
and A'a, which may be identical or different, are chosen from a hydrogen atom and alkyl, phenyl, 
phenylalkyi, cycloalkylalkyl, cycloalkyl, ftitylalkyl, thienylalkyl and pyridylalkyi radicals, or A^a and 

10 A'a form, together with the nitrogen atom to which they are attached, a pyrrolidinyl, pyrazoiidinyl, 
pyrazolinyl, piperidyl, morpholino or piperazinyl radical optionally substituted on the second nitrogen 
atom with an alkyl or phenyl radical, which are themselves optionally substituted, 
it being understood that two consecutive radicals froth among Aia, A2a, A3a and Aia may form, with 
the benzimidazole radical to which they are attached, an optionally substituted 5- to 6-membered 

15 carbon-based ring containing one or two oxygen atoms, 
A5a represents a hydrogen atom or an alkyl radical, 

the phenyl and phenoxy radicals above being optionally substituted with one or more radicals chosen 
from halogen atoms and hydroxyl, cyano, trifluoromethyl, trifluoromethoxy, alkyl, alkoxy, amino, 
alkylamino, dialkylamino, phenylamino, phenylalkylamino, free, salified or esterified carboxyi, and 
20 dioxole radicals, 

all the alkyl, alkoxy and alkyithio radicals above being linear or branched and containing not more than 
6 carbon atoms; or 

the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
with a mineral or an organic acid or with a mineral base of such compound. 

25 

176. A compound according to claim 161 wherein represents a pyrazolyl or indazolyl radical. 

177. A compound according to claim 166 or claim 175 wherein 

Aa represents an optionally substituted pyrazolyl or an optionally substituted indazolyl radical, 
30 Aia, A2a, Asa and A^a are chosen from the following values: 
Aja represents hydrogen or carboxyi or forms a ring with 
the adjacent member A2a; 

A4a represents hydrogen or carboxyi or forms a ring with the adjacent member A^a; 
A2a represents a carboxyi radical that is free, salified, esterified with an optionally substituted alkyl 
35 radical or an amidated carboxyi; 

A2a and Asa represent two optionally substituted alkyl radicals; and 
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Asa represents hydrogen; or 

the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
with a mineral or an organic acid or with a mineral base of such compound. 

5 

178. A compound according to claim 161 of the formula (lAb): 




(lAb) 



10 

wherein 

Ab represents a pyrazoly t or tndazolyl radical optionally substituted with one or more radicals chosen 
from halogen atoms and alkyl, alkoxy and thienyl radicals, 

A|b, A2b, Asb and A4b, which may be identical or different, are chosen from a hydrogen atom, halogen 
15 atoms, hydroxy!, alkyl and alkoxy, nitro, cyano, phenyl and phenoxy radicals, and a carboxyl radical 
that is free, salified, esterified with an alkyl radical or amidated with a radical NA^bA'b such that 
either A^b and A'b, which may be identical or different, are chosen from alkyl, phenyl, phenylalkyl, 
cycloalkylalkyl, cycloalkyl and fiirylalkyl radicals, or A^b and A^b form, together with the nitrogen 
atom to which they are attached, a pyrrolidinyl, morpholino or piperazinyl radical optionally 
20 substituted on the second nitrogen atom with an alkyl radical, 

it being understood that two consecutive radicals from among A|b, A2b, Aab and Ajb may form, with 
the benzimidazole radical to which they are attached, an optionally substituted 
4,5-ethylenedioxybenzimidazole radical or 4,5-methylenedioxybenzimidazole radical. 
Ash represents a hydrogen atom, 
25 the phenyl and phenoxy radicals above being optionally substituted with one or more radicals chosen 
from halogen atoms and hydroxyl, cyano, allQ^l, alkoxy, amino, alkylamino, dialkylamino, 
phenylamino, phenylalkylamino and free, salified or esterified carboxyl radicals, 
all the alkyl, alkoxy and alkylthio radicals above being linear or branched and containing not more than 
4 carbon atoms; or 
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the racemic, enantiomeric or diastereoisomeric isomer form of such compound, or the addition salt 
with a mineral or an organic acid or with a mineral base of such compound. 

179. A pharmaceutical composition comprising a pharmaceutically effective amount of a compound 
5 according to any one of claims 3 to 178, together with one or more pharmaceutically acceptable 

carriers or excipients. 

180. A method of treating a patient suffering from, or subject to, conditions which can be 
ameliorated by the administration of an inhibitor of the catalytic activity of Syk comprising 

10 administering to said patient a pharmaceutically effective amount of a compound according to any one 
of claims 3 to 178. 

181. A method of treating a patient suffering from, or subject to, conditions which can be 
ameliorated by the administration of an inhibitor of the catalytic activity of Syk comprising 

15 administering to said patient a pharmaceutically effective amount of a composition according to any 
one of claims L, 2 or 179. 

1 82. A method of treating a patient suffering from, or subject to, conditions which can be 
ameliorated by the administration of an inhibitor of the catalytic activity of KDR comprising 

20 administeri ng to said patient a pharmaceutically effective amount of a compound according to any one 
ofcIaims3 to 178. 

1 83. A method of treating a patient suffering from, or subject to, conditions which can be 
ameliorated by the administration of an inhibitor of the catalytic activity of KDR comprising 

25 administering to said patient a pharmaceutically effective amount of a composition according to any 
one of claims I, 2 or 179. 

184. A method of treating a patient suffering from, or subject to, conditions which can be 
ameliorated by the administration of an inhibitor of the catalytic activity of tie2 comprising 

30 administering to said patient a pharmaceutically effective amount of a compound according to any one 
ofclaims3to 178. 

185. A method of treating a patient suffering from, or subject to, conditions which can be 
ameliorated by the administration of an inhibitor of the catalytic activity of tie2 comprising 

35 administering to said patient a pharmaceutically effective amount of a composition according to any 
one of claims 1, 2 or 179. 
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1 86. A method of treating a patient suffering from, or subject to, conditions which can be 
ameliorated by the administration of an inhibitor of the catalytic activity of UK comprising 
administering to said patient a pharmaceuttcally effective amount of a compound according to any one 

5 ofclaims3 to 178. 

1 87. A method of treating a patient suffering from, or subject to, conditions which can be 
ameliorated by the administration of an inhibitor of the catalytic activity of ITK comprising 
administering to said patient a pharmaceutically efTective amount of a composition according to any 

10 one of claims 1, 2 or 179. 

1 88. A method of treating inflammatory disease in a patient in need thereof, comprising 
administering to said patient a pharmaceutically effective amount of a compound according to any one 
ofclaims3 to 178. 

1 89. A method of treating inflammatory disease in a patient in need thereof, comprising 
administering to said patient a pharmaceutically effective amount of a composition according to any 
one of claims 1 , 2 or 1 79. 

20 190. A method of treating cancer in a patient in need thereof, comprising administering to said 
patient a pharmaceutically efTective amount of a compound according to any one of claims 3 to 178. 

191. A method of treating cancer in a patient in need thereof, comprising administering to said 
patient a pharmaceutically effective amount of a composition according to any one of claims 1, 2 or 

25 179. 

192. A method of treating Chronic Obstructive Pulmonary Disease, in a patient in need thereof, 
comprising administering to said patient a pharmaceutically effective amount of a compound according 
to any one of claims 3 to 178. 

30 

] 93. A method of treating Chronic Obstructive Pulmonary Disease, in a patient in need thereof, 
comprising administering to said patient a pharmaceutically effective amount of a cotnposition 
according to any one of claims 1, 2 or 179. 

35 1 94. A method of treating asthma, allergic rhinitis, atopic dermatitis, allergic conjunctivitis, chronic 
obstructive pulnoonary disease, adult respiratory distress syndrome, silicosis, pulmonary sarcoidosis. 
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rheumatoid arthritis, osteoarthritis, rfieumatoid spondylitis, gouty arthritis, traumatic arthritis, rubella 
arthritis, psoriatic arthritis, acute and chronic urticaria, cutaneous and systemic anaphylaxis, 
endotoxemia, sepsis, septic shock, endotoxic shock, gram negative sepsis, diabetes, multiple sclerosis, 
systemic lupus erythromatosis, viral infections, bacterial infections, parasitic infections, graft vs. host 
5 disease, organ transplant rejection, reperfusion injury, Crohn *s disease or ulcerative colitis, in a patient 
in need thereof, comprising administering to said patient a pharmaceutically effective amount of a 
compound according to any one of claims 3 to 1 78. 

195. A method of treating asthma, allergic rhinitis, atopic dermatitis, allergic conjunctivitis, chronic 
10 obslruclive pulmonary disease, adult respiratory distress syndrome, silicosis, pulmonary sarcoidosis, 

rheumatoid arthritis, osteoarthritis, rheumatoid spondylitis, gouty arthritis, traumatic arthritis, rubella 
arthritis, psoriatic arthritis, acute and chronic urticaria, cutaneous and systemic anaphylaxis, 
endotoxemia, sepsis, septic shock, endotoxic shock, gram negative sepsis, diabetes, multiple sclerosis, 
systemic lupus erythromatosis, viral infections, bacterial infections, parasitic infections, graft vs. host 
15 disease, organ transplant rejection, reperfusion injury, Crohn's disease or ulcerative colitis, in a patient 
in need thereof, comprising administering to said patient a pharmaceutically effective amount of a 
composition according to any one of claims 1, 2 or 179. 

196. A method of treating cancers, atherosclerosis, degenerative muscle diseases, obesity, 

20 conjestive heart failure, Parkinson's, depression, schizophrenia, stroke, head trauma, spinal cord injury, 
Alzheimer's, neuropathic pain syndrome, amyotrophic lateral sclerosis, cachexia, osteoporosis or 
fibrotic diseases of the viscera, in a patient in need thereof, comprising administering to said patient a 
pharmaceutically effective amount of a compound according to any one of claims 3 to 178. 

25 1 97. A method of treating cancers, atherosclerosis, degenerative muscle diseases, obesity, 

conjestive heart failure, Parkinson's, depression, schizophrenia, stroke, head trauma, spinal cord injury, 
Alzheimer's, neuropathic pain syndrome, amyotrophic lateral sclerosis, cachexia, osteoporosis or 
fibrotic diseases of the viscera, in a patient in need thereof, comprising administering to said patient a 
pharmaceutically effective amount of a composition according to any one of claims 1, 2 or 179. 

30 

198. A method of treating asthma, atopic dermatitis, psoriasis, dematitis herpetifonnis, eczema, 
necrotizing and cutaneous vasculitis, bullous disease, acute and chronic urticaria, allergic rhinitis or 
allergic conjunctivitis, arthritis, rheumatoid arthritis, rheumatoid spondylitis, gouty arthritis, traumatic 
arthritis, rubella arthritis, psoriatic arthritis and osteoarthritis. Chronic Obstructive Pulmonary Disease, 
35 adult respiratory distress syndrome, silicosis, pulmonary sarcoidosis, acute synovitis, autoimmune 
diabetes, autoimmune encephalomyelitis, coUitis, atherosclerosis, peripheral vascular disease. 
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cardiovascular disease, cutaneous and systemic anaphylaxis, endotoxemia, sepsis, septic shock, 
endotoxic shock, gram negative sepsis, diabetes, multiple sclerosis, restenosis, myocarditis, B cell 
lymphomas, systemic lupus erythematosus, viral infections, bacterial infections, parasitic infections, 
graft V host disease and other transplant associated rejection events, reperftision injury, Crohn's 
5 disease, ulcerative colitis, cancers, tumours, atherosclerosis, degenerative muscle diseases, obesity, 
conjestive heart failure, Parkinson's, depression, schizophrenia, stroke, head trauma, spinal cord injury, 
Alzheimer's, neuropathic pain syndrome, amyotrophic lateral sclerosis, cachexia, osteoporosis, fibrotic 
diseases of the viscera, or inflammatory bowel disease, in a patient in need thereof, comprising 
administering to said patient a pharmaceutical ly effective amount of a compound according to any one 
10 of claims 3 to 178. 

1 99. A method of treating asthma, atopic dermatitis, psoriasis, dematitis herpetiformis, eczema, 
necrotizing and cutaneous vasculitis, bullous disease, acute and chronic urticaria, allergic rhinitis or 
allergic conjunctivitis, arthritis, rheumatoid arthritis, rheumatoid spondylitis, gouty arthritis, traumatic 

15 arthritis, rubella arthritis, psoriatic arthritis and osteoarthritis, Chronic Obstructive Pulmonary Disease, 
adult respiratory distress syndrome, silicosis, pulmonary sarcoidosis, acute synovitis, autoimmune 
diabetes, autoimmune encephalomyelitis, collitis, atherosclerosis, peripheral vascular disease, 
cardiovascular disease, cutaneous and systemic anaphylaxis, endotoxemia, sepsis, septic shock, 
endotoxic shock, gram negative sepsis, diabetes, multiple sclerosis, restenosis, myocarditis, B cell 

20 lymphomas, systemic lupus erythematosus, viral infections, bacterial infections, parasitic infections, 
graft V host disease and other transplant associated rejection events, reperfusion injury, Crohn's 
disease, ulcerative colitis, cancers, tumours, atherosclerosis, degenerative muscle diseases, obesity, 
conjestive heart failure, Parkinson*s, depression, schizophrenia, stroke, head trauma, spinal cord injury, 
Alzheimer's, neuropathic pain syndrome, amyotrophic lateral sclerosis, cachexia, osteoporosis, fibrotic 

25 diseases of the viscera, or inflammatory bowel disease, in a patient in need thereof, comprising 

administering to said patient a pharmaceutical ly effective amount of a composition according to any 
one of claims 1, 2 or 179. 

200. A method of inhibiting angiogenesis in a patient in need thereof, comprising administering to 
30 said patient a pharmaceutically effective amount of a compound according to any one of claims 3 to 

178. 

201. A method of inhibiting angiogenesis in a patient in need thereof, comprising administering to 
said patient a pharmaceutically effective amount of a composition according to any one of claims 1, 2 

35 or 179. 
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202. A method according to claim 1 90 or claim 1 9 1 wherein the cancer being treated is colorectal, 
prostate, breast, thyroid, skin, colon or lung cancer. 

203. A method of treating asthma in a patient in need thereof comprising administering to said 

5 patient a pharmaceutically effective amount of a compound according to any one of claims 3 to 178. 

204. A method of treating asthma in a patient in need thereof comprising administering to said 
patient a pharmaceutically effective amount of a composition according to any one of claims I, 2 or 
179. 

10 

205. A method of treating psoriasis in a patient in need thereof comprising administering to said 
patient a pharmaceutically effective amount of a compound according to any one of claims 3 to 178. 

206. A method of treating psoriasis in a patient in need thereof comprising administering to said 
15 patient a pharmaceutically effective amount of a composition according to any one of claims 1 , 2 or 

179. 

207. A method of treating joint inflammation in a patient in need thereof comprising administering 
to said patient a pharmaceutically effective amount of a compound according to any one of claims 3 to 

20 178. 

208. A method of treating joint inflammation in a patient in need thereof comprising administering 
to said patient a pharmaceutically effective amount of a composition according to any one of claims 1, 
2 or 179. 

25 

209. A method of treating inflammatory bowel disease in a patient in need thereof comprising 
administering to said patient a pharmaceutically effective amount of a compound according to any one 
ofclainis3tol78. 

30 210. A method of treating inflamnnatory bowel disease in a patient in need thereof comprising 
administering to said patient a pharmaceutically effective amount of a composition according to any 
one of claims 1, 2 or 179. 

211. A process for preparing the compound of formula (1) according to claim 161, characterized in 
35 that an acid of formula (D): 

Rr^OOH <D) 
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in which Rl* has the meaning given in Claim 161 for R*, in which the possible reactive functions are 
optionally protected with protecting groups, 

is subjected to an esterification reaction to give an acid ester of formula (11) 

Rr-COOalk (IT) 
in which Rl' has the meaning given above and alk represents an alkyl radical, 
is subjected to a reduction reaction to give the alcohol of formula (III): 

Rr-CH20H (HI) 
in which RT has the meaning given above, 
which is oxidized to the aldehyde of formula (IV): 

Rr-CHO (IV) 
in which R T has the meaning given above, 

and the compound of formula (D) or compound of formula (FV) as defined above is reacted with a 
diamine of formula (V): 




in which W, X', Y' and T have the meanings given in Claim 161, respectively, for W, X, Y and Z, in 
which the possible reactive functions are optionally protected with protecting groups, 

20 to give a compound of formula (F): 




in which A5' has the meaning given in Claim 161 for As, in which the possible reactive functions are 
25 optionally protected with protecting groups, and RP, W, X', Y' and V have the meanings given 
above, 



5 



10 



30 



the compound of formula (I') being a compound which may be a compound of formula (I) and which, 
in order to obtain a compound or other compound of formula (I), may be subjected, if desired and if 
necessary, to one or more of the following conversion reactions, in any order: 
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a) an esterification reaction of an acid function, 

b) a saponification reaction of an ester function to an acid fiinction, 

c) an oxidation reaction of an alkylthio group to the corresponding sulphoxide or sulphone, 
5 d) a reaction for conversion of a ketone function to an oxime function, 

e) a reaction for reduction of the free or esterified carboxyl function to an alcohol function, 

f) a reaction for conversion of the alkoxy function to a hydroxyl function, or alternatively of the 
hydroxy! function to an alkoxy function, 

g) a reaction for oxidation of an alcohol function to an aldehyde, acid or ketone function, 
10 h) a reaction for conversion of a nitrile radical to a tetrazolyl, 

i) a reaction for removal of the protecting groups that may be borne on the protected reactive functions, 
j) a salification reaction with a mineral or organic acid or with a base to give the corresponding salt, 
k) a reaction for resolution of ihe racemic forms into resolved products, 

15 the said compound of formula (T) thus being obtained in any possible racemic, enantiomeric or 
diastereoisomeric isomer form. 

212. A process for preparing the compound of formula (1) according to claim I, corresponding to 
formula (lA) according to any one of claims 165, 167 or 174, characterized in that an acid of formula 
20 (D): 

A'-COOH (D) 

in which A* has the meaning given in any one of claims 165, 167 or 174 for A, in which the possible 

reactive functions are optionally protected with protecting groups, 

is subjected to an esterification reaction to give an acid ester of formula (II) 
25 A'-COOalk (II) 

in which A' has the meaning given above and alk represents an alkyi radical, 

is subjected to a reduction reaction to give the alcohol of formula (III): 
A'-CH20H (III) 

in which A' has the meaning given above, 
30 which IS oxidized to the aldehyde of formula (IV): 
A'-CHO (IV) 

in which A' has the meaning given above, 

and the compound of formula (D) or compound of formula (IV) as defined above are reacted with a 
diamine of formula (V): 



35 
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A ' 



(V) 



10 



15 



20 



in which Al', A2\ A3' and A4' have the meanings given in any one of claims 165, 167 or 174, 
respectively, for A|, A2, A3 and Ai, in which the possible reactive ftmctions are optionally protected 
with protecting groups, 

to give a compound of formula (1A'): 



in which A5' has the meaning given in any one of claims 165, 167 or 175 for A5, in which the possible 
reactive functions are optionally protected with protecting groups, and Al', A2*, A3' and.A4' have the 
meanings given above, 

the compound of formula (lA*) is a compound which may be a compound of formula (lA) and which, 
in order to obtain a compound or another compound of formula (lA), may be subjected, if desired and 
if necessary, in any order, to one or more of the conversion reactions chosen from among the reactions 
a) to k) defined in Claim 211, 

the said compound of formula (lA) thus obtained being in any possible racemic, enantiomeric or 
diastereoisomeric isomer form. 

213. As medicinal compounds, the compounds of formula (I) as defined in any one of Claims 161 
to 178, and also the addition salts with pharmaceutically acceptable mineral and organic acids or with 
pharmaceutically acceptable mineral and organic bases of the said compounds of formula (Q. 

214. As medicinal compounds, the compounds of formula (I) as defined in any one of Claims 156 
to 159, and also the addition salts with pharmaceutically acceptable mineral and organic acids or with 
pharmaceutically acceptable mineral and organic bases of the said compounds of formula (I). 
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215. Pharmaceutical compositions containing, as active principle, at least one of the compounds of 
formula (I) as defined in any one of claims 156 to 159 or claims 161 to 178, or a pharmaceutical ly 
acceptable salt of this product or a prodrug of this compound and a pharmaceutically acceptable 

5 support. 

216. Use of the compounds of formula (I) as defined in any one of claims 156 to 159 or claims 161 
to 178, or of pharmaceutically acceptable salts of these compounds, for the preparation of a medicinal 
product intended for inhibiting the activity of a kinase protein. 

10 

217. Use of a compound of formula (I) as defined in any one of claims 156 to 159 or claims 161 to 
178, for the preparation of a medicinal product for treating or preventing a disease characterized by 
deregulation of the activity of a kinase protein. 

15 218. Use according to claim 2 1 6, in which the kinase protein is a tyrosine kinase protein. 

219. Use as defined in claim 216, in which the kinase protein is chosen from the following group: 
FGFRl, FGFR2, FGFR3, FGFR4, FGFR5, fil-l, IGF-IR, KDR, PDGFR, tie2 and VEGFR. 

20 220. Use as defined in claim 2 16, in which the kinase protein is KDR. 

22 1 . Use as defined in Claim 2 1 6, in which the kinase protein is tie2. 

222. Use as defined in Claim 216, in which the kinase protein is in a cell culture. 

223. Use as defined in Claim 2 1 6, in which the kinase protein is in a mammal. 



25 



224. Use of a compound of formula (I) as defined in any one of claims 156 to 159 or claims 161 to 
178, for the preparation of a medicinal product for treating or preventing a disease chosen firom the 
30 following group: disorders of the proliferation of blood vessels, fibrotic disorders, disorders of the 
proliferation of "mesangial" cells, metabolic disorders, allergies, asthma, thrombosis, diseases of the 
nervous system, retinopathy, psoriasis, rheumatoid arthritis, diabetes, muscle degeneration and cancers. 



35 



225. Use of a product of formula (1) as defined in any one of claims 156 to 159 or claims 161 to 
178, for the preparation of a medicinal product for treating or preventing a disease chosen from the 
following group: disorders of the proliferation of blood vessels, fibrotic disorders, disorders of the 
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proliferation of "mesangial" cells, retinopathy, psoriasis, rheumatoid arthritis, diabetes, muscle 
degeneration and cancers. 

226. Use of a compound of formula (I) as defined in any one of claims 156 to 159 or claims 161 to 
5 178, for the preparation of a medicinal product for preventing or treating diseases associated with an 

uncontrolled angiogenesis. 

227. Use of a compound of formula (I) as defined in any one of claims 156 to 159 or claims 161 to 
178, for the preparation of a medicinal product for treating diseases in oncology. 

10 228. Use of a compound of formula (I) as defined in any one of claims 1 56 to 1 59 or claims 1 61 to 
178, for the preparation of a medicinal product for treating cancers. 

229. Use according to claim 227, for the treatment of solid tumours. 

15 230; Use according to Claim 228 or 229, for the treatment of cancers that are resistant to cytotoxic 
agents. 

231. Use according to claim 228 or 229, for the treatment of breast cancer, stomach cancer, cancer 
of the ovaries, cancer of the colon, lung cancer, brain cancer, cancer of the larynx, cancer of the 

20 lymphatic system, cancer of the genito-urinary tract including the bladder and the prostate, bone cancer 
and cancer of the pancreas. 

232. Use according to claim 228 or 229, for the treatment of breast cancer, cancer of the colon or 
lung cancer. 

25 

233. Use of the compounds of formula (I) as defined in claims 156 to 159 or claims 161 to 178, for 
the preparation of medicinal products intended for cancer chemotherapy. 

234. Use of the compounds of formula (I) as defined in claims 156 to 159 or claims 161 to 178, for 
30 the preparation of medicinal products intended for cancer chemotherapy alone or in combination. 



235. Compounds of formula (1) as defined in any one of claims 156 to 159 or claims 161 to 178, as 
kinase inhibitors. 
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236. Compounds of formula (1) as defined in any one of claims 156 to 159 or claims 161 to 1 78, as 
KDR inhibitors. 

237. Compounds of formula (I) as defined in any one of claims 156 to 159 or claims 161 to 178, as 
5 tie2 inhibitors. 

238. A method according to claim 190 or claim 191 wherein the cancer being treated is breast 
cancer, stomach cancer, cancer of the ovaries, cancer of the colon, lung cancer, brain cancer, cancer of 
the larynx, cancer of the lymphatic system, cancer of the genito-urinary tract, bladder, prostate, bone 

10 cancer or cancer of the pancreas. 
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